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PROCEEDI NGS

DR. HOLMBERG W're still mssing sone of
our conmttee nenbers and they should be here
shortly. | do want to wel come everyone to the
Twent y- Ei ghth Meeting of the Advisory Conmittee for
Bl ood Safety and Availability. This is the
Secretary's Advisory Conmittee. This is the 28th
meeting of this committee, and | do apol ogi ze to
sone of our conmmuters. | was told that this was
the Pentagon City Metro stop, and it is not the
Pentagon City Metro stop, so | apol ogize for that.
This is the Crystal City Metro stop, and if you
notice, there are two Marriotts. Crystal Cty is
on the left and Gateway is on the right.

So hopefully we will not have this
confusion next tine because we will be neeting here
for the next two neetings, and | would appreciate
sone coments as far as the accommpdati ons and how
you feel this works out for availability around the
city.

I would Iike to call the nmeeting to order.

We have a lot to discuss today, and we've nade sone
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great headway over the |last year or couple years,
actually since the inception of this conmmttee, and
for sonme of the new committee menbers who | will be
introducing in a fewmnutes, | would like to
encourage themto look into this history of this
committee.

The committee was established as the
result of an IOMreport, IOMreport on the
Introduction of HV Into the Bl ood Supply, and how
could we ensure the safety and availability of our
bl ood and bl ood products.

Just a little housekeeping for today. The
restroons are off to the, as you go out the door,
they're off the right. Also, if you' re speaking,
pl ease speak into the m crophone; make sure your
m crophone is on. There can only be three
nm crophones on at one time, so when you're finished
talking, if you'll please push the button and turn
your m crophone off.

There are sonme coments that | would like
to nake as far as the conflict of interest. Al of

you wi Il be going through ethics training, and I am
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the bearer of bad news, that tonorrow norning, the
meeting will start at eight o' clock and that wll
be for our annual ethics neeting.

So we will not open the doors to the
public until nine o'clock, but we do need to have
our one hour annual ethics briefing. Sone of us in
the governnment have this done nore than just a one
hour session, and we've gone through quite
extensive, but as people realize with a |lot of the
information in the news the | ast couple of days,
ethics are very inportant.

I also want to encourage each memnber of
the conmittee to really take their position very
seriously. These are coments/issues that are
bei ng brought to you because of the Secretary and
the Assistant Secretary's interest and trying to
know or get a feel for the reconmmendations, what
direction the Departnment of Health and Human
Services should go in certain areas, and so | ask
you to very carefully listen to the speakers and
also to be very diligent in the recommendations

that you nake.
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| also have to nmention that we do have a
cross section of academ c people. W have clinica
users, transfusion nmedicine, blood centers
represented here. W also have the patient
community represented here, and we have been able
to increase the seats in the patient community by
one this year. W' ve also been able to increase
the representation of ethics on to the conmittee,
and so | think that we have a very well -bal anced
conmittee that we have put together that the
Secretary has put together

Saying that, | think that it's very
inmportant to be able to come to the table with your
background in place and to take that background and
to be able to make intelligent comments, to ask
questions that will stinulate other conversation,
all in the scope of your background.

Saying that, | also--just a word of
caution--that your position on the committee i s not
only of being a lobby. It is one of thinking and
for the Secretary and conming up with

recomendations. So | put that caveat out there
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that all of us come to the table with a broad
background of experiences, but when we | ook at the
i ssues, we're looking at the issues with the public
health in mnd and the direction that we think is
the best for the public health and the direction
that the Secretary shoul d go.

I would like to introduce our nenbers, our
new menbers, before | do a roll call. The newWy
appoi nted menbers are really newWy appointed. As
you just w tnessed, the new nenbers were just sworn
in, and many of themgot their letters yesterday
overni ght express. So | can tell you that the ink
was barely dry when they received their letters.

This year, as far as the next few years
that he has remaining on the coomittee, we are very
privileged to have Dr. Art Bracey as our
chairperson, and Art Bracey was appointed to the
committee in fiscal year '05 and is scheduled to
rotate off the commttee at the end of fiscal year
' 07.

Dr. Bracey is the Medical Director of

Transfusion Service at the St. Luke's Episcopal
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Hospital in Houston, Texas. He obtained his

medi cal degree from Georgetown University in 1976
and conpleted internal nedical and anatoni cal

pat hol ogy postgraduate training at Georgetown

Uni versity Hospital.

In addition, he has postgraduate training
in transfusion nedicine fromthe National
Institutes of Health. He is currently clinical
associ ate professor of pathology at the University
of Texas Medical School in Houston, and by the way,
he was very pleased last night with the result of
the gane.

[ Laughter.]

DR. HOLMBERG He has over 30 publications
and nunerous abstracts. So welcome. Would you
like to say a few words?

CHAI RVAN BRACEY: Well, certainly that I'm
honored to begin a new | evel of services as chair
of this august group. Around the table, there are
mentors, respected coll eagues, advocates of the
patients that receive these conponents that we are

charged wi th shepherdi ng.
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Over the course of ny tenure on the
conmittee, there is one thing that |1've certainly
begun to greatly appreciate, and that is the
importance, as | think we've already heard, of the
di verse input of all of the menbers of this august
group.

I would be renmiss if | did not acknow edge
the inportant contributions of ny predecessor, Dr.
Mark Brecher. There's no question that Mark has
served as a lightning rod in ternms of nobving the
i ndustry forward. Throughout this nation, nany
patients are having safer transfusions today
because of his efforts, particularly, as nany of
you know, with respect to bacterial contam nation
i ssues.

So certainly I want to thank Mark and | et
hi m know out there that | nay be seeking sone
counsel fromhimin the future, but 1'd also |ike
to thank the nenbers of the public. It's very
inmportant to really hear the input of those
i ndividual s that are dedicated and vigilant and

willing to cone to participate in these sessions
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and | look forward to hearing and engagi ng those
nmenbers as wel | .

And then lastly, to thank our expert
| eadership here in terms of our staff that in
essence serve as the engine that allow us to drive
us in the directions that we nove, so thank you.

DR. HOLMBERG Thank you. 1'mgoing to go
down the list here. This is not in any order other
than the grouping as far as their background. And
fromthe academ ¢ comunity, we have G egg Bl oche,
who is a lawer and an MD. Dr. Bloche right
t here.

Dr. Bloche is a professor of |aw at
Georgetown University Law Center and Co-Director of
t he Geor get own-Johns Hopki ns Joi nt Degree Program
in Law and Public Heal th.

Dr. Bloche is a highly recogni zed | eader
in the arena of medical ethics. He is widely
publ i shed on topics ranging fromethnic disparity
in health care to end of life issues to obesity.

He has published in both | egal and medi cal peer-revi ewed

journals such as the Journal of Anmerican
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Medi cal Associ ati on, New Engl and Journal of
Medi ci ne and Yal e Law Jour nal .

He has served on the Advisory Board, the
ABA- AMA Joi nt Conference on Professionalism and as
a review consultant for NIH, AHCPR, the MacArthur
Foundati on, and the Annals of Internal Medicine
anong others. Hi s particular view of the
interrelation between nedicine and ethics certainly
qualifies himto serve on this committee.

Dr. Bloche, would you care to comment?

DR. BLOCHE: Just thank you very much for--first
have to learn to press the button; right?

DR HOLMBERG Exactly.

DR BLOCHE: Thank you very nuch for the
opportunity to serve and | | ook forward to doing
the best that | can to be of help and to listen to
menbers of the public as well as all those
concerned with the issues that this conmttee wll
addr ess.

DR. HOLMBERG Ckay. Dr. Bloche, would
you just care to comment what you're doing in this

period of tinme with the Brookings Institute?
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DR BLOCHE: |1'ma visiting fellow at the
Br ooki ngs Institution supported by a Guggenhei m
fellowship to work on a book project |ooking at the
public purposes of nmedicine, working title
"Hi ppocrates Myth," | ooking at the conflict that
doctors and society face as we expect nore and nore
by way public health functions, resource allocation
functions, and even national security functions
fromthe medi cal conmunity, and the tensions
bet ween these various functions and the traditiona
notion of undivided |oyalty to patients.

I"l'l also be working with the Brookings
Institution's Health Policy Initiative. It's a new
project that's getting off the ground | ooking at
some of the health care financing dil emras facing
our country.

DR. HOLMBERG  Thank you. The next person
I"d like to introduce is Dr. denn Ransey, and Dr.
Ransey on ny left here is Medical Director,
Children's Menorial Hospital, Chicago, Illinois
Dr. Ramsey is a board certified pathol ogi st who has

devoted his entire career to transfusion nedicine.
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He was Chief Resident of dinical Pathology at the
Uni versity of Rochester in New York and fellow in
bl ood banking at the University of Pittsburgh's
Depart nent of Pathol ogy.

He is currently an associ ate professor of
Pat hol ogy at the Northwestern University in
Chicago. He has over 80 publications in peer
review journals and will be a val uable asset to the
conmittee.

Dr. Ransey.

DR. RAMSEY: Good norning and thanks for
the nice introduction. [|'malso at Northwestern
Menorial Hospital, just to interject that as well,
and actually spend nost of ny tine at Northwestern
Menorial as well as Children's Menorial in Chicago,
but anyway thanks very much, and |I'mvery nuch
| ooking forward to working with menbers of the
committee. | appreciate the invitation to
participate. |It's been a very inportant forumfor
many years as you know for our community and |'m
pl eased to be able to help a little bit as much as

| can.
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Thanks.

DR. HOLMBERG Thank you. 1'd like to
i ntroduce now David Matyas, a lawer. He is a
menber of the law firm of Epstein, Becker and G een
in the health care and |ife sciences practices in
the Washington, D.C. office. He practices in the
firms third-party paynment practice group which
specializes in the legal and regulatory natters
ari sing under Medicare, Medicaid and other third-party
paynment prograns.

M. Matyas has served as an adjunct
prof essor of law at the Anerican University's
Washi ngton School of Law. He has spoken and
publ i shed numerous articles on the subject of
health care fraud, corporate conpliance prograns,
the Stark law, nmergers and acquisitions in the
health care industry and other health-rel ated
t opi cs.

M. Matyas is also a co-author of a book
sponsored by the Anmerican Health Lawyers
Associ ation entitled Legal Issues in Health Care

Fraud and Abuse: Navigating the Uncertainties.
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M. WMatyas.

MR. MATYAS: Actually it's Matyas.

DR. HOLMBERG  Ch, sorry.

MR MATYAS: That's okay. | go by "hey

you" as well. Thank you for including ne. As a
health | awyer concentrating just in health care
representing a whole array of clients relevant to
my experiences here are representation of drug
manuf acturers, distributors, pharnacies, patient
advocacy groups, especially in the areas of
hermophilia, IVIG as well as other blood disorders
and the like, so I'mvery much | ooking forward to
participation and being part of this.

DR. HOLMBERG  Very good. Thank you. Now
for the consuner group, first, | would like to
introduce Ms. Linda Thomas. Linda is the wife of
M. Mark Thomas, who was appointed to the comrittee
| ast year, and unfortunately he passed away, but
I"msure that he's smiling down today very pl eased
with his wife carrying on the torch.

Ms. Thomas represents the Sickle Cell

Associ ation of Austin, which is also referred to as
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the Mark Thomas Chapter. M. Thonms is the w dow
of a sickle cell victimand has a vivid and
personal awareness of the effects of the disease.
She is currently involved in pronoting the

awar eness and under st andi ng of sickle cell disease
and coordinating sumrer canps for children and
teens with sickle cell disease.

Ms. Thonas.

M5. THOWVAS: Thank you. Good norning. It
is an honor to serve on such a worthy commttee and
I"mjust grateful for the invitation to serve in
the place of ny husband. Thank you.

DR. HOLMBERG  Thank you. Now to the
i ndustry. The next person really does not need
introduction, but I will introduce her anyway, Dr.
Judy Angel beck. Dr. Angelbeck is currently a
menber of the committee representing the
| eukoreduction filter industry per the charter.

She is enployed by the Pall Medical and as a Seni or
Vi ce President for New Business Devel opnent in Cell
Ther apy.

Dr. Angel beck has been reappointed to
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serve an extension of one year to the commttee.
Dr. Angel beck.

DR. ANGELBECK: Thank you, Jerry. |'m
happy to be back and | ooking forward to, | hope, a
productive year. Reflecting, it has been a very
interesting time period to have served on the
committee and add whatever | can to its work.

Thank you.

DR. HOLMBERG  Thank you, Judy. The next
person, Ms. Julie Birkhofer, is the Executive
Director, North American Plasnma Protein Therapeutic
Associ ation in Annapolis, Miryland. M. Birkhofer
is the individual nomnated to fill the industry's
representative chair designated to the Plasna
Protein Therapeutic Associ ation.

She works to assure that the plasm
patients in the United States have access and ful
choice to all therapies on the market and is
responsi ble for health policy agendas regarding the
pl asma protein therapeutic industry before
Congr ess.

She has a long history working in
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governnent affairs and will definitely be an asset
to the committee.

Ms. Birkhofer.

MS. BI RKHOFER: Thanks, Dr. Hol nberg, for
your kind words. |It's a pleasure to serve on such
a di stinguished coomittee. | look forward to
maki ng contributions on behalf of the public health
as a nmenber of this inportant conmmttee that has
pl ayed such a pivotal role over the years in
assuring consuner access to |ife-saving bl ood and
bl ood products including plasma protein therapies.

Thank you. 1t's a pleasure to be here.

DR, HOLMBERG  Thank you, Julie. The next
person | would like to introduce is Dr. WIliam
Duffell. He's an individual nomnated to the trade
equi pnent representative's seat per the charter.

M. Duffell, Dr. Duffell is the Director of
CGovernment Affairs and Quality Systens for Ganbro
BCT i n Lakewood, Col orado, has over 20 years of
experience in regulatory issues related to nedical
devi ces.

Dr. Duffell.
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DR DUFFELL: Thank you, Dr. Hol nberg.
It's a pleasure and privilege to have been
appointed to the conmmittee. | |ook forward to
getting to know the conmttee nenbers and working
with you in the next three years ahead.

DR. HOLMBERG Very good. Thank you,
Bill. The next person on ny list is not here
today, and | understand he's very busy at the
present tinme, so | don't know what his continuing
status will be, but the Secretary has nom nated or
has appoi nted M. John McQuire fromthe American
Red Cross, the Executive Vice President, Bionedical
Servi ces.

As many of you know, he is currently in an
acting position | eading the Arerican Red Cross and
nore to come |ater.

The last person |'d like to introduce
really does not need an introduction. He's
probably one of the nbst col orful people on the
committee and--1 can say that, can't |--

[ Laught er.]

DR. HOLMBERG That's Dr. Jerry Sandl er.
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He is being reappointed to serve an extension of
two years. He is a current nmenber of the comittee
representing the American Hospital Association and
is renom nated by the trade associ ation.

Dr. Sandler is Medical Director of
Transfusion Service at the Georgetown University
Hospital .

Dr. Sandl er.

DR. SANDLER: | don't get a light.

DR. HOLMBERG | nmde you speechl ess?

DR. SANDLER: The good news is that
there's been some wonderful advancenents in bl ood
safety during the time of tenure of this conmmittee.
The bad news is that reinbursenent to hospitals
hasn't kept pace with the advancenents in the
costs. The gap neans that hospitals |like mne have
paid for the increases in blood safety.

| represent the American Hospital
Associ ation on this committee and one of ny goals
is to see that that gap is as narrow as possi bl e.
Thank you, M. Chairman.

DR, HOLMBERG  Ckay. Well, wel conme aboard

file:/l/Z|/Storage/0105dhhs.txt (22 of 292) [1/10/06 3:02:53 PM]



file:/l1Z|/Storage/0105dhhs.txt

and--oh, denn. How did | overl ook--thank you.
apol ogi ze. | was going down the list and | think
the last tine that | did sonething like this, |
blamed it on one contact. | recently got another
contact and sonetines with the lights, it really
does a halo effect on ne, and | apol ogi ze.

Anot her representative of the consuner
group is Dr. @enn Pierce who holds an MD. and a
Ph.D. Dr. Pierce was noni nated by the National
Henophi lia Foundation. He's the nedical researcher
who al so has a bl eeding di sorder and rel ated
compl i cations associated w th henophili a.

He obtained his Ph.D. and M D. at Case
Western Reserve University. Dr. Pierce has served
on the National Henophilia Foundation Medical and
Scientific Advisory Committee and the Bl ood Safety
Worki ng Group. He's published over 65 peer-revi ewed
publications and we're pleased to have you
j oin us.

Woul d you care to say sonething?

DR. PIERCE: Thank you, Dr. Hol nberg. |

really appreciate the invitation to join the
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committee. | was very involved as the president of
the NHF when the 1OMreport was called for over ten
years ago, and have watched the genesis of this
committee as well as other inprovenents in the
bl ood supply that make it safer for all individuals
in this country to use blood products and am
honored to serve over the next couple of years on
this conmittee.

Thank you.

DR. HOLMBERG  Thank you, Dr. Pierce.
Now, |I'lIl do a roll call. Dr. Angel beck?

DR. ANGELBECK: Here.

DR HOLMBERG  Ms. Birkhofer.

M5. BI RKHOFER:  Present.

DR. HOLMBERG Dr. Bracey.

CHAI RVMAN BRACEY: Present.

DR HOLMBERG Dr. Bl oche.

DR BLOCHE: Present.

DR HOLMBERG Jack McGuire is absent.
Karen Shoos Li pton.

M5. LI PTON: Present.

DR HOLMBERG M. Matyas.
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MR MATYAS: Present.

DR. HOLMBERG Dr. Ransey.

DR RAMSEY: Here.

DR HOLMBERG Dr. Roseff?

DR ROSEFF: Here.

DR HOLMBERG Dr. Sandl er.

DR. SANDLER: Present.

DR. HOLMBERG Dr. Sayers.

DR. SAYERS: Here.

DR HOLMBERG Ms. Gargi Pahuja is absent.
Dr. Pierce.

DR PIERCE: Here.

DR HOLMBERG ~Ms. Thonas.

M5. THOVAS: Present.

DR. HOLMBERG Dr. Toy was not able to
join us. M. Wlsh.

MR. WALSH:  Here.

DR. HOLMBERG  Dr. Wbng.

DR WONG  Here.

DR, HOLMBERG  Dr. Bowmran?

DR BOWAN: Here.

DR HOLMBERG Were is that voice?
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Dr. Epstein.

DR. EPSTEIN. Here.

DR. HOLMBERG Dr. Klein could not join
us. Dr. Kuehnert.

DR KUEHNERT: Here.

DR. HOLMBERG  And Conmander Li bby.

CDR LI BBY: Here.

DR. HOLMBERG Very good. | would like to
take the opportunity nowto go through a little bit
of what the conmittee has addressed over the | ast
year, sort of as an introduction to sonme of our
di scussi ons today, and hopefully shortly thereafter
we will have Dr. Beato joining us for a few words

So excuse ne for a minute as | go to the
podium As some of you who have been on the
conmittee for a period of time can reflect over the
| ast year or |ast couple of years, we really have
addr essed nunerous issues, especially with the
bacterial contami nation or the bacterial detection
in platelets, and in January of |ast year, the
committee reconmrended that HHS Secretary request

the cooperation of appropriate agencies wth bl ood
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organi zations and transfusion facilities to
establish an ongoing programto nonitor residua
bacterial contam nation risks and generate sumary
reports, provide resources for surveillance of
transfusi on associ ated sepsis, and nmake such
addi ti onal recomrendati ons as nay be needed to

mai ntain recipient safety.

As far as nuts and bolts, what has
happened out of this recomendation, it really has
been the result of sonme stinulus of further
di scussions in |later neetings, and | would have to
say that although we have nothing tangible at the
present tinme as far as a surveillance system and
reports, there is sone definite progress bei ng made
as far as what was our strategic plan for the
upcom ng years as far as surveillance is concerned,
and we will continue to nonitor and to report back
on the progress of this recomrendati on

Al'so in January of |ast year, there was
quite an extensive recomendation that went forward
on the reinbursement of plasma-derived products and

their reconbi nant anal ogues. The committee
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endorses the follow ng principles to guide such
efforts:

Pl asma- deri ved products and their
reconbi nant anal ogues shoul d be rei nbursed at rates
consistent with true costs including costs of
di stribution and adm ni stration

Rei mbur sement shoul d be sufficient to
ensure an adequate supply of these therapies.

I ndi vi dual products within product classes
shoul d be recogni zed as therapeutically unique.

Equi val ent rei nbursenent shoul d be
provided in different care settings.

The life-long cost of treatnent to
i ndi vidual patients shoul d be addressed in any
pricing structure including the extraordi nary
i mpact of copays.

The conmittee urges the Secretary of
Heal th and Human Services to support any proposed
policies and/or legislation to address the
extraordi nary financial burden of these patients.

Once again, | can't directly say that

there is sonething tangi ble other than we have nade

file:/l/Z|/Storage/0105dhhs.txt (28 of 292) [1/10/06 3:02:53 PM]



file:/l1Z|/Storage/0105dhhs.txt

our voice known to the agency of the Centers for
Medi care and Medicaid Services, and | think that
one of the advances that really took place was the
addition of add-on costs for this next year,

al t hough sone people may argue whether that is
sufficient enough.

However, there are certain things that the
Departnment is under constraint, and that is
basically the MVA mandat ed by Congress, but we can
continue to work on this, and when Dr. Beato
arrives, I"'msure she'll say a few nore things
about the reinbursenent issues.

In the May neeting, the recommendati on was
that since our prior recommendation of January
2005, there is a worsening crisis in the
availability of access to @V products that is
af fecting and placing patients' lives at risk.
Changes in rei mbursenent of 1@V products under MVA
since January of 2005 have resulted in shortfalls
in the reinbursement of 1@V products and their
adm nistration. Internediate interventions are

needed to protect patients' |lives and health.
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The conmittee recomended that the
Secretary declare a public health enmergency so as
to enable CV5 to apply alternate mechani sns for
determ nati on of their reinbursement schedul es for
I AV products and otherwi se to assist CM5 to
identify effective short and |l ong-term solutions to
the problens of availability of and access to 1@V
products in all settings.

As far as something to report to you
today, | would like to hold off on Dr. Beato's
comments, that she will express later, as far as
sone of the results of our efforts within the
departnent and working with the agencies, but once
again | think that the biggest issue with the
rei mbursement of |GV has been the understandi ng of
the conplexity of the problemand | think we are
maki ng sone headway there and | ooki ng at sone of
the ways that additional add-on charges can be
rei mbur sed

In Septenber, a strategic plan was put
together or principles of a strategic plan for

i ncreasing safety and availability of bl ood
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products and their anal ogues. This plan should
include a review of the process of policy and
deci si on-nmaki ng for blood issues and its
integration into the broader public health

pol i cymaki ng.

Such a plan shoul d enconpass structured
process for policy and deci sion-naking, integration
of the blood systemwithin the public health
infrastructure, surveillance of adverse events
related to bl ood donations and transfusion, risk
communi cation, error prevention in blood collection
centers, transfusion services and clinica
transfusion settings, donor recruitnment and
retention, clinical practice standards for
transfusion, strategic research agendas, disease
pl anni ng, stable and sustai nabl e rei nbursenent,
funding for pronising new technol ogi es.

Wthin the department we are working on
this. As far as strategic plan, | amin hopes that
in My, we will be able to bring you a little bit
clearer report. W are working right now, as far

as trying to get working groups together within the
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agencies, to put a plan together on these various

i ssues and what you reconmmended in Septenber is
really the framework in which we are assenbling the
wor ki ng group and how woul d we put together this
strategi c pl an.

I n Septenber also, there was a
recomendation to the Secretary to take inmedi ate
steps to increase reinmbursement for non-hospita
I@V therapy to a |l evel consistent with current
mar ket pricing, to reconsider reclassification of
the 1AV as a biological response nodifier,
consi der declaring a public health emergency to
address the short-termproblem nodify the current
plan to chall enge hospital outpatient reinbursenent
to ASP plus eight percent in January 2006 in such a
way as to prevent any sudden or | arge decrease in
rei nbursenment, to reexam ne whether the current
I@V supplies are neeting patient needs, to work
with Congress to establish a |ong-termstable and
sust ai nabl e rei mbursenent structure.

Since these are recomrendations fromthe

Sept enber neeting, once again | just want to
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present these to you. | think that when Dr. Beato
gets here, she will address these in nmuch nore
detail and give you an expl anation of sone of the
activities that have taken pl ace.

To let you know, we have, just very
briefly, we have contacted each one of the
manufacturers. The manufacturers have established
energency inventory levels, and also the
manuf act urers have established 800 nunmbers. W
have an 800 nunber established at the Medicare
number. The Medi care 1-800 nunmber has a script.

We constantly have to go back and refine that
script based on sone of the conplaints with it, but
we are continuing to work on that.

| have to say that the |ast three nonths
other than the nonth of Novenber, there was a green
status for the availability of the product, but
what we're al so uncovering as we do nore and nore
eval uation of the problemis that there are stil
multiple levels that we are identifying such as the
distributors and the group purchasi ng organi zations

and the allocations that they have put on the
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various hospitals and how changi ng sone of those
al l ocations affects the individual hospitals.

Al so, sone of the reinbursenment of the
speci al needs areas have al so been identified. Al
of this to say that one of the biggest things that
has taken place at the present time is that there
is an |G evaluation report that is going back to
Congress. They are surveying. They have surveyed
and tal ked to the manufacturers. They have vari ous
steps in process of their further evaluation and
| ooki ng at sone of the problens associated with the
current structure.

Once these are put out in a report, we're
in hopes that this will be the evidence, the data,
to be able to support any decision that Congress
may nake.

That's basically an overvi ew of what we
have done in the last year. |'mpleased to say
that | think the results of the previous year--we're
starting to see the ripple effects as far as
the bacterial contanmination of platelets or the

bacterial detection in platelets, and we have seen
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a novenent towards the various conpanies
willingness to be able to go forward with seven day
pl atel et product. And so there is sonme great
progress there, but |I think the enphasis primarily
| ast year was where are we going in the future,
what we need to do as far as our total overal
surveill ance and | ooking at the energing infectious
di seases or adverse clinical outcones of
transfusion and even as far as it relates to
transpl ant ati on.

Just with that conmment of transplantation
I have invited as special guests to the neeting
today Dr. Whitten fromCBER Dr. Witten, if you'd
like to stand up, and would you like to go to the
m ke and introduce yoursel f and what your office
does? Yes.

DR WHI TTEN. Okay. |'mDr. Celia
VWhitten. |I'mthe Ofice Director for the Ofice of
Cell, Gene and Tissue Therapy at the Center for
Bi ol ogi ¢ Eval uation and Research, and our office is
charged with inplementing the tissue program  for

safety of human tissues.
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DR, HOLMBERG  Thank you and thank you for
joining us. And | also invited HRSA to be with us,
Dr. Burdick and Dr. St. Martin, but |I don't see
them here at the present tine. |Is there anybody
representing that office in HRSA? They will
probably be here a little bit later.

VWhat | do want to do is go through a
little bit as far as the agenda for the next couple
days. As | said, Dr. Beato is expected to join us
very soon, and as you can see here, ny slide still
reflects that she is Acting Assistant Secretary for
Health. Her title today is the Principal Deputy
Assi stant Secretary for Health. Dr. Agwunobi was
sworn in yesterday norning, and so the agendas do
not reflect that change.

Later on, we will have discussion on the
gl obal epidenic and pandenic surveillance. We'll|
be | ooking at some of the transm ssion and clinical
detection of pandenmic flu and vacci ne preparation
by Dr. Goodnman and al so pandeni ¢ vacci ne and
antiviral strategies and also the HHS strategic

plan by Dr. Schwartz. And then we'll also have in
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the afternoon discussion on state and | oca
prepar edness for an influenza pandem c.

CHAI RVAN BRACEY: Excuse ne, Jerry. There
was a request if we could have a brief question or
two on your presentation?

DR. HOLMBERG  Sure, sure. Let me just
finish this up and then I'll go back to the
questi ons.

We're going to also be looking at the risk
conmuni cation and then al so the gaps in our
know edge of pandenic influenza, and then on the
second day we will be | ooking at the bl ood
community's preparedness and al so sonme studies that
are currently in process for influenza virenia in
bl ood donors, and then al so | ooking at the various
nodel s that are potential for us to | ook at the
potential effects of the pandemi c influenza in the
bl ood community.

I"lI'l stop right there before | go through
the questions of what | would like the conmittee to
consi der over the next couple of days and go back

to sone of the questions that people may have.
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CHAI RVMAN BRACEY: | believe that Merlyn
has a questi on.

DR. SAYERS: Dr. Bracey, thanks. Dr.

Hol nberg, as far as the recomendati ons are
concerned, those of us that have been on the
committee for some time know that they reflect an
earnest effort and diligent attention to detail. |
mean sone of them even survived the wordsmithing of
the "colorful” Dr. Sandler.

I"mjust wondering, they risk atrophy if
they're not revisited, and what are the
opportunities for us to reflect on where they night
have | ed and request a review of what the outcones
m ght have been, what the obstacles to progress
remai n?

DR HOLMBERG Wll, we can do that, and
this is one of the reasons why | wanted to present
them today was for you to be able to reflect on the
| ast year's activities. One of the things that is
difficult within government is to see progress, and
you know sonetimes progress is extrenely slow, but

I think that it is good and | think it is very
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beneficial for us to be able to go back and to
reeval uate the recomendati ons and the progress
that were made on these.

If there is a suggestion as far as how you
would Iike to do that, |'mopen to hear that.

DR. SAYERS: Well, could we possibly get a
report on outcones?

DR HOLMBERG Yes. And that's basically
I was waiting for Dr. Beato to give her
presentation, her talk to you this norning, for
sonme of that report, but definitely at the next
meeting, | will have for you the breakdown as far
as the progress that we have made and sone of the
gaps.

CHAI RVAN BRACEY: Question and coment
from Karen.

MS. LIPTON. Yes, Jerry. One of the
questions | have specifically relates to the
strategic plan, and | understand that sonething
that will be brought back to this comittee in My,
but one of the issues that | think we deliberated

the last tine was really nmaking sure that there
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were sone sort of public, an ability for the public
to be involved in that, and also that there was
some role for this commttee in devel oping the
strategic plan.

And | don't know if it's premature to ask,
but it concerns me a little bit that suddenly this
activity is going on, but we as a conmittee aren't
involved in it or don't know howthis is going to
pr ogr ess.

Is there sonmething you can tell us about
t hat ?

DR. HOLMBERG Yes. Along with the
agenci es working on the various commttees, the
working committees, it is the intent to be able to
bring in various people, special governnent
enpl oyees, that are sitting around the table, to be
part of that working group, to bring in the
know edge and to bring sonething back to the
overall commttee

So it is the intent to have the actua
committee menbers be part of the working groups.

What we also have is that we will have a steering
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committee that will be at a higher level to | ook at
the various, where the overall project is going,
and | anticipate that the new chair will be part of
that steering commttee along with the various
directors of the various agencies or their

desi gnees.

CHAI RVAN BRACEY: As chair, one thing
think that would be inportant, getting back to what
Merlyn coment ed upon, would be to develop a
tracki ng mechani smso that we can nonitor the
progress and that progress will be revisited at
each neeting of this commttee. So | will work
with the staff on that.

DR. HOLMBERG Are there any ot her
comrents? Well, let me go forward on sone of the
i ssues and questions that | would like you to
consi der over the next couple of days. And again,
these are not carved in stone, but they are just
basically to get you to think, and if there are
ot her questions that arise, | would greatly
appreci ate hearing those questions and havi ng sone

di scussi on revol ve around those questions.
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As you know, the primary enphasis of
today's neeting is the pandemic influenza, the
potential pandem c influenza, and what effect that
m ght have on the bl ood and bl cod product conmunity
as well as transplantation of blood organ tissues,
progenitor cells, and where we need to go as a
depart nent.

So | would like you to ook at, and you do
have a copy of this. The copy that you have is
really of the e-mamil that | sent you ahead of tine.

What strategi es should be consi dered by
the Department of Health and Human Services to help
prepare the bl ood systemfor a possible flu
pandeni c? Approach to inmmuni zati on of bl ood center
staff; encouragi ng i mmuni zati on of regul ar repeat
donors; supply nonitoring and nmanagi ng during an
out br eak

Al so, how can DHHS help to resol ve the
present scientific uncertainties underlying a
potential need for donor deferral s?

Sonme of the issues there are

characterization of virema during infection with

file:/l/Z|/Storage/0105dhhs.txt (42 of 292) [1/10/06 3:02:53 PM]



file:/l1Z|/Storage/0105dhhs.txt

i nfluenza; the value of deferral for clinica
exposure and/or of the use of Tamiflu or any of the
antivirals; and the potential for a falsely
positive donor screening test follow ng either

i nfluenza infection or vaccination

VWhat new approaches to comunication
bet ween public health and the bl ood, organ and
ti ssue communities would be helpful in order to
enhance preparedness?

What woul d be the nost efficient interface
wi th gl obal and donestic influenza surveill ance
data? The comunication |inks between collection
centers, transfusion facilities and | ocal/state
public health. And also the possibility of
communi cati on between bl ood, organ and tissue
communi ties.

What surveill ance met hods are needed for
bl ood and plasma recipients in order to detect
transf usi on-associ at ed transm ssi on of pandem c
i nfluenza?

The need for enhanced adverse reaction

reporting; testing/evaluation of frequently

file:/l/Z|/Storage/0105dhhs.txt (43 of 292) [1/10/06 3:02:53 PM]



file:/l1Z|/Storage/0105dhhs.txt

transfused patients; and surveillance, evaluation
of vaccines or antiviral prophylaxis.

So over the next couple days, you'll have
those questions in front of you. | would |ike you
to consider those as we have the presentations and
I think that with the way that the neeting has been
set up, that there will be anple tine to have

del i beration on these issues.

Dr. Beato still hasn't arrived yet, so if
we can, I'Il just nove on to our first speaker, Dr.
Chu.

CHAI RVAN BRACEY: | will introduce Dr. Chu

to the group. Dr. Chuis a health scientist with

the Centers for Disease Control and Prevention.

She obt ai ned her degree in mcrobiology and public

health from M chigan State University and a Ph.D.

i n bi omedi cal sciences at the John A. Burns School

of Medicine at the University of Hawaii at Manoa.
Dr. Chu is currently assigned as Techni cal

O ficer, Energing and Dangerous Pathogens Alert and

Response Operations for the Departnent of

Conmuni cabl e Di sease Surveillance and Response at
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the WHO Headquarters in Geneva, and she's just cone
infroma long flight and is brightly alert and
awake.

The topic of her talk will be "d oba
Epi deni ¢ and Pandeni ¢ Surveillance and Response
System "

Thank you.

DR CHU. Thank you for the introduction
and | thank you for the invitation to speak with
you. |'mgoing to be going over a fairly gl oba
vi ew of issues being handled at the Wrld Health
Organi zation, and it is good afternoon, isn't it,
for me?

But let's hope that this generates sone
t hought s and some questions, and |I'Il be happy to
answer them after this.

At the World Health Organi zation, and many
of you know of the World Health Organization's
operations, | just thought I'd give you a little
background as to what we do and what we are
governed by at this tine, and this is the briefing,

and it is prepared by what we call the Epidenic and
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Pandemi ¢ Alert and Response Operati ons.

This is actually a new name for us,
changed recently in August of 2005. And this is a
quick view | knowit's very busy so those of you
in the back don't worry, | just want to kind of
gi ve you an overview of what it is that is at WHO
and this is the building in Geneva and we're | ed by
a Director General. Under the Director Ceneral,
there are 12 different clusters, and under this
cluster comes Communi cabl e Di seases, which is where
we work in for Alert and Response Operati ons.

And the bl ood banking and other efforts
are actually under Health Technical and
Pharmaceutical. So we're actually two different
clusters, but what we do is we hope that we have
good |inks and conmuni cati on

And this is again a very busy slide.
don't want you to get too worried about it. This
is from Cctober 2005. Reorgani zati on happens at
every institution at every level. Qur Custer
Director is Dr. Margaret Chan, and she heads the

various activities for surveillance in comuni cabl e
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di seases and response.

She's al so designated as a Speci al
Representative to the Director General for Pandemnic
Fl u Preparedness.

If you would just kind of stretch your eye
down to this site here, this is where the Epidemnic
and Pandenmic Alert Response is, and it is headed by
Dr. Mark Ryan. Sone of you may know him He's a
fiery Irishman, and a wonderful person to work
wi th, and underneath that, we have the Nationa
Pr epar edness progranms, and we have the--sorry--|
think 1"'mjust going a little too fast here--1ooking for the
arrow-and the d obal Influenza
Programis actually that little box that you m ght
see here, and then underneath that, on the far |eft
side, is Alert Response (perations.

The group that | actually work inis
cal l ed Emergi ng and Danger ous Pat hogens, and it's
just sort of a nanme, and the reorganization is
comng, and this is a new reorgani zation for the
Epi dem ¢ and Pandem c Al ert Response, and that we

have the office in which we have a platformhere in

file:/l/Z|/Storage/0105dhhs.txt (47 of 292) [1/10/06 3:02:53 PM]



file:/l1Z|/Storage/0105dhhs.txt

this box, and this is actually just a platformthat
allows us to go out anywhere in the world within 24
hours when a decision is made, and that goes with
the airplanes, trains, and whatever else you night
need.

And underneath that, then, is the group
we're in that soon is reorgani zed i nto Dangerous
Pat hogens and Bi o-ri sk Reduction, and we're
hori zontally organized with the G obal Influenza
Program which I'Il talk about a little bit nore.

And within the d obal Influenza Program
we' ve recently been enhanced in services because of
pandem ¢ issues by Dr. Kaji Fukuda and Dr. M ke
Per due, both from CDC, and so we are fairly well
i mhedded into the systemthere.

What | want to go over quickly is a few
slides on the international health regul ations
because that inmpacts how we operate at the gl oba
|l evel. The WHO Assenbly is the board of directors,
if you will, and it consists of the 192 countries
mnistries of health, and that is the Secretary

M ke Leavitt is the representative for the U S
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and they neet once a year and deci de.

WHO i s essentially authority that has no
teeth and essentially does everything by voluntary
subscription and guidelines. The regulations is
the only thing we have that has sone | egal status
for us to operate from And what it is is that
this is revised from 1999 when only pl ague, cholera
and yell ow fever were to be notified.

It is now fairly enhanced in scope, in
focal points and obligations and reconmendati ons.
For instance, the 1999--sorry, |'m misspeaking--it's the
1969 regul ations previously would not have
allowed us to identify SARS, pandemc flu or any of
the ot her diseases because it was only three
di sease specific.

And so with the tinme frame that was
adopted in 2005, there's actually five years before
the full capacity of the regulations will be
enforced, and that is probably too | ong in advance
for pandem c fl u.

In 2007, countries are supposed to begin

to voluntarily conply with the IHR, and in between
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this time, countries may select to join and enforce
the rules, but it is very difficult because it's
very resource denmandi ng.

And what we have nowis in the May 2005
versi on adopted by the Wrld Health Assenbly is
that there is Annex 1 that defines national core
capacity for surveillance. 192 countries. The
variation is great. Annex 2 gives you a decision-tree as to
what to call a public health emergency
of international concern, and that is where
pandemc flu will fall in and where sone of the
outbreaks will fall in. And the two years to
prepare for this is going to be a challenging one
for WHO at this tine.

The third red bullet I want to tal k about
is that each of the menber states under the new | HR
has to designate a focal point, and that foca
point is the entree into the country legally to
find informati on about outbreaks. This has inpact
on how we detect internationally cases of pandenic
flu. 1t is very critical at this point that this

is not yet operational. So we're sort of in a gray
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zone at this tine.

Foll owi ng that, the bottom four bullets
just explains a little bit about how the expert
panel s and review panels and internationally
energency periods are identified and codified in
these regul ati ons whi ch were not done before and
al so allows the intervention of WHO at the request
of other menmber states who are concerned of
i nternational spread of disease, and they can
activate these panels for asking countries to
provi de correct information, which also WHO di d not
have the capacity to do before

So for epidem c and pandem ¢ control then
requires really very strong national public health
systens and capacity. It requires that we have
very specific preparedness plans as you are doing
today and tonorrow to | ook at particul ar issues,
and that for the global viewis that the
i nternational systemhas to be a partnership, has
to be coordinated, and has to be an advocacy role
rather than a punitive role.

Just to renmind you briefly is that the
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annual influenza outbreaks al one take about half a
mllion deaths worl dwi de--sorry--in devel oped
countries alone. And in devel oping countries, that
nunber is nmuch greater; we actually don't know
because we | ack the surveillance and the capacity
to do so in devel oping countries. So the imnpact of
pandemc flu, if it happens worldw de, is great.
And at the nonent, it is alnost very tough probl em
to get your hands around.

So the inplications of influenza pandem c
is that we certainly believe that it will affect
medi cal services and essential disease contro
functions, and we will also feel that equally other
public sectors in the community, the continuance of
operations will be affected, that the social and
political disruption will be great.

You know, equitabilty of Tam flu
di stribution, who gets vaccines, is an issue.
think you'll be discussing sone of the bl ood
banki ng and transfusion issues, and then also the
economic loss is great, and that probably is what

hits home with nbst of the countries and nenber
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states throughout the world and the health
consequences of controlling this and confidence in
the public health systemis very, very inportant to
consi der.

Sone of the slides |I'm showi ng are al ready
outdated. This is from Novenber 2005. At that
time, there were already 12 countries affected with
avi an influenza. Mnd you right, we have avian
i nfluenza, not pandemi c flu, but the avian
i nfluenza has the possibility of beconi ng adapted
to a pandemic, but at the nonent, this has not
happened. But the fact is that the H5N1 is of high
concern because the fatality rate of persons who
have been infected with H5N1 is high, and the virus
causes a very dissem nated di sease, this H5N1, in
multiple organ systemfailure, and it's nore than--1 believe
it's around 54 percent fatality rate at
this time, and nost of the cases occur in non-previously
suspected i nfluenza hi gh-susceptible
groups, and that is they're in healthy individuals,
children and young adults.

And that H5 has not circul ated widely
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anong humans, so therefore the cohort inmmunity
against this virus is very lowin the world.

This is as of Decenber 30, and you see on
the far right side on the red, and let nme just show
you the red bars on the far right side over here,
this includes what's happening in China at this
time. And China is, as nany of you know, is
usual Iy where virus strains appear, and it is a
|l arge country. |It's diverse; it's conplex. And
the information fromthere cones in in a way that
sonetines is difficult to verify till long after.
So for us early detection just neans that events
happen, but we want to try to intervene as early as
possi bl e, and sonetines that is after the fact.

So it's not just--so those are issues that
we are trying to handle as far as comuni cati ons
go, and that there are 137 cases with 70 deat hs.
Now, as of this nmorning, there are sone reported
cases in Turkey and that is being verified right
now i n London at the WHO Col | aborating Center, but
it certainly does ook like that there is a smal

cluster of cases in Turkey that needs to be
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verified.

The World Health Organization then has a--this is
a box down here. |I'msorry it's not |arge
enough. | should have nade it larger, but the box

with the circle is that in the pandem c plan there
are different phases that we take a | ook at, and
right now the phase is at what is circled there on
sort of the bottomright hand side, and that is
really in the pandem c alert phase, and that is no
or very limted human-to-hunman transmission is
occurring, and this is the stage.

And as clusters break out and events
happen in a nore |larger and potential spread
situation, that we will start going through the
various different stages. | think sone of you have
seen simlar types of things like this for
bioterrorismal ertness and others, but that is
we're at the Pandem c Level 3.

So what is the capacity at WHOto do sone
of this work? W have a daily norning intelligence
and verification neeting every norning at nine

o' clock. Every epidemc report and runor is |ooked
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at, and the teamtakes a | ook and asks various
guestions. W have a network of WHO regional and
country offices who al so provide information, and
there is a group called the dobal Qutbreak and
Response Network, called GOARN, and this is a
voluntary 120 institutions around the world, many
of them-12 of themare located in the United
States, for instance--who provide expertise

WHO i s an administrative secretariat. W
don't have | aboratories; we don't have facilities.
So depend on these partners to help us, and that we
have very specific di sease networks called the
col l aborating centers, and these work, for
i nstance, for SARS, influenza, and they nake
gui del i nes and manual s and the operate in an
interactive way, and that about to launch is the
G obal Laboratory Network Directory so that people
can understand where the assets are for these
t hi ngs.

Every norning then we have this event
management process. On the right-hand side, you

will see that it's called informal and that is the
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A obal Qutbreak Response Network, nmedia, news and
other things; information conmes in that way.

Then we have the formal reports from
countries and regional offices. In initia
screeni ng everyday, our officers screen severa
thousand bits of information, and then we would do
the event verification, risk assessnment as to
whet her this poses a risk for response, and then we
devel op a strategy, and below that, the boxes you
see are all the elenents that go into the response
strategy. It is not just getting out to the field.
It's getting all the elements in place of which
there are many.

If you can see fromthe back, there's lots
of little dots all over the place, nostly centered
in Africa, sub-Saharan Africa. These are the
events we've responded to that is outbreak response
since 2001, about 900. You see that it is
distributed and concentrated really in resource-poor areas
of the world, and so there is a
disparity, and know edge and information tends to

be very challenging to get to those sites.
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And that the d obal Surveillance System
for human influenza consists of four internationa
WHO col | aborating centers in Ml bourne, in Tokyo,
in London and in Atlanta, and these are the four
international reference centers for which they set
the standards for gl obal human influenza and
verification. They also do animal influenza
verification, but in a less concerted way because
they partner up with the Department of Agriculture.

As you see, there's a National Influenza
Center Network throughout the world, the |ight
blue. | think it shows up as gray, so maybe |'I
have to show you that in countries of inportance
Ii ke China and other places, we actually only have
one national center. In sub-Saharan Africa and
Africa there's hardly any, and then within the
United States, there's a national network.

Thr oughout Europe and Russia, there's nationa
networks, and in Australia the national networks.

So the information comes in, as | say,
sometines in a chall enging way, but the annua

output of this group, essentially they | ook at
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sonet hing |i ke 250,000 sanples a year. They | ook
at 40,000 isolates and they characterize up to
about 10, 000 viruses |ooking for--1 think perhaps
the next speaker will describe a little bit--for
mut ati ons and genetic changes and pat hogenicity.

So the key strategies for us is really at
this tinme is somewhat operational. You have to
reduce the human exposure to H5N1 because it's not
common in humans. W have to strengthen the early
warni ng system |'ve pointed out sonme of the
i ssues. W have to intensify rapid containnent
operations and that is put teans on the ground as
soon as an outbreak is happening.

For instance, at the noment, there are
teans nobilized to go to Turkey to investigate this
reported outbreak, and then build the capacity
within countries to deal with the pandemic and to
coordi nate the gl obal science and research and to
accel erate vacci ne devel opnent and expansi on of
production because that's always an issue.

And so these are sone of the things that

we want to do. The national -regional -gl obal system
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has to have very sensitive detection systens, rapid
| aboratory confirmation, because so nuch depends on
that. W have to have real time risk assessnent
and i nmmedi at e comuni cations, and that the rapid
field investigation and contact, tracing,
monitoring, | think will be discussed a little bit

| ater.

Devel op stringent infection control in
hospital s and pl aces where peopl e are exposed and
to intervene using international stockpile. If we
can get sone agreenents to that, and that the
capacity to build has to be up front, which nmeans a
| ot of noney and tinme, and that the coordination
needs to be done properly.

So these are sone of the things that we've
been doing there, and on the very bottomthere is
called the Strategic Health Operation Center. It's
called a SHOC, and that is really where nost of the
informati on conmes in and gets triaged, and that the
WHO uses quite a bit its regional offices, those at
the hubs in the bright blue, and then they have

sub-of fi ces throughout the region in the red,
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smal ler red dots, and those are really the people
who are the front-line information and fighters for
various out breaks, and that there are Nationa
Pandem ¢ Preparedness Pl ans published by WHO which
is available on the Wb

And that what we have to do is to really
make sure that the information comng in is decent
i nformati on and have good risk assessnment and rapid
response and tracki ng.

The main thing right nowin Europe and in
the areas where H5N1 in human is crossing the line
bet ween animal s and humans is to | ook at all these
areas and try to block the transmssion. That is
really the best effort. |It's really a fire-fighting effort,
but if it goes global, it would be
very difficult to contain that fire.

And so, again, the key strategic actions
we' re considering is reduci ng the human exposure,
strengthen early warning systens, rapid contai nnent
capacity and to coordi nate the devel opnent of good
sci ence-based products to use to mtigate the

i npact of pandemic influenza, and with that, thank
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you very much, and I'll take sone questions if you
have them

CHAI RVAN BRACEY: Dr. Sayers.

DR SAYERS: Thanks. As far as H5NL is
concerned, that 70 deaths and 137 cases sounds j ust
awful, but is there any likelihood that there are
i ndi vidual s who are being infected with H5N1 who
recover and who escape reporting?

DR. CHU: At the noment, that's a
difficult question to answer because we really
sinmply don't know. We know where H5N1 in human
cases are found at this tinme, and it's nostly
Sout heast Asia and in Asia, and in those places,
there are very rigorous systens put in to |ook for
cases, but we don't really knowif there is a way
to capture what you're just describing, that is
persons who nmay have been infected and recovered,
and right now | would say that if you | ook at
serol ogy of these affected comunities, we don't
see apparent infections and recovery.

We see--it's at the acute stage where

patients are very, very ill clinically, very ill,
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and nost of themrequire sone intensive nedica
attention at the nmoment, but if and when H5N1
adapts, as many of you probably have heard, this,
of course, will change the clinical picture because
there is sone adaptation going on, and that we
cannot predict at this tine what will happen.

CHAI RVAN BRACEY: Question from Dr.

Bl oche.

DR. BLOCHE: | have two rel ated questi ons.
One is is there any valid basis for estinmating what
the difference, if any, in the death rate night be
if disease of this same severity were treated in
accordance with so-called "first world" nedica
st andar ds?

And then the second question is what if
anything can be said validly, or at |east by way of
per haps even stating an error range, wth respect
to the possibility that there be attenuation of
di sease severity once we reach the stage of person-to-person
transm ssion since, of course, the virus
has to evolve? The virus doesn't want to kill al

its hosts or it can't transmt.
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DR CHU: Well, let ne answer the second
question first. Right nowit's still avian
i nfluenza strain H5N1, and at this monment it is
very easily transnmtted anong the birds of
m gratory birds and donestic birds. Humans tend to
be end-stage at this tinme and we have one or two
person-to-person transm ssion that's
unsubstantiated scientifically, that is by
| aboratory tests. But we feel that that can
happen.

So at this point, it's sort of alimted
infection in humans. |[If it beconmes adapted as a
nmore human-friendly strain, we can't really predict
howit's going to go. W don't know how fast it
will mutate, and we don't know how-and it depends
on sort of the cohort immunity, too. For those who
have been i muni zed with the current seasonal flu,
there's likely chance of mixing flu strains or
bei ng doubly infected, so that probably is reduced
if you take your flu shots.

In countries where there isn't such

servers available, there nay be adaptati on and
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m xi ng of various strains so that the human
receptors becone adapted to the HS5N1 virus and then
that m ght go very quickly and very acutely.

DR BLOCHE: But what's the inplication of
that? What's the inplication of that for the
severity of the disease? Does that--

DR CHU. At the nonent, it |looks quite
severe. |It's nore so than before, but | think
overall rates will probably be like any other flu.
It's just that its ability to spread will be nuch
faster, and so in devel oped countries | think we'l|
treat the patients fine, survival will be better,
but it's hard to say how that will be as well

CHAI RVAN BRACEY: Dr. Epstein.

DR. EPSTEIN: Yes, thank you. Dr. Chu
you nentioned that there is no human exposure
historically to the H5 viruses, and presunably
that's a factor in the potential severity of a
pandem c, and it raises the question whether there
is any feasibility to H5 i mmuni ze the human
popul ation before there's ever a pandemc so as to

reduce susceptibility in the human popul ation. So
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what is the thinking and how feasible is that?

DR. CHU. That's a very good question. |
think that has been discussed quite a bit and
especially at NTAID, there is a H5NL virus that's
going to go into field--1 think going to phase one
and phase two trial very shortly, and | think maybe
Dr. Goodnman or sonebody el se m ght answer that
better as to the prognosis.

The thought is that if we have a H5N1
vacci ne that can be used as a preenptive strike, it
can be used, but used in a proper way where if
there is outbreaks, to really cover them much like
the smal | pox vaccine strategy, to cover that cohort
cover so that it doesn't spread beyond that, and
for those who may be front-line at risk of being
exposed, the health care workers and others, may
want to be imunized with that vaccine.

CHAI RVAN BRACEY: One of the key
principles in terns of the safety net is the
devel opnment of robust core surveillance, which
requires resources. | noted in some of the reading

of the materials that we sent, there's a certain
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econom c figure associated with that.

The question is have adequate resources
been applied to the necessary areas where we need
to develop that core surveillance? Is it a pipe
dreamor nore a reality?

DR. CHU well, we'll always say we never
have enough noney no natter how much you get. |
think that question actually is that--1 think
people are alert and aware, which is great, for
pandem c¢ flu preparation. The coordination and
gui dance of the funding needs to be nuch nore
strategically put together because | think fol ks
are looking at various different ways and | think
has to be nultifaceted, and so at WHO, we really
depend on the generosity of menber states for noney
and resources, and | think at the nonment that there
has been several of these conferences for donors,
that is funding donors, not blood donors, and there
is a big one in January in Beijing.

It's, | think, next week, and they are
going to | ook at exactly that bal ancing funds

avai |l abl e and what needs to be done. But | think
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we always say it's never enough.

CHAI RVAN BRACEY: Thank you

DR. KUEHNERT: Just had a question al ong
the same |ines about coordination of surveillance,
and you nentioned there being--a requirenent being
put into place as far as core surveillance and
reporting, and |'d expect that different countries
have slightly or maybe not so slightly different
ways of doing things, and |I'm just wondering how
you integrate all this information that cones in
different formats or do you ask that they present
you the data in the same format, and then al so how
you feed that back to the countries?

DR CHU. Okay. The information provided
by countries officially belong to the countri es,
and it is only released at their perm ssion. So
within the daily updates in intelligence and
verification, all the information is kept
confidential within the people that need to know to
work it out.

And there is no specific format for

information to cone in because you can wel |l
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under stand how diverse that is. W take everything
because if you ask people to do it in certain ways,
which formally you can through the coll aborating
centers and regional offices, the formal route, you
can get that information in a prepackaged way so
it's easy to abstract, but in general it's a

m xture of all those things that really happens
with us.

So | didn't go over it, but we have what
we call an event managenent systemthat actually
DHHS has kindly funded WHO to devel op and that, in
essence, captures those thousands of pieces of
information that I'mtal king about and it parses it
in, but it also requires the eyes and ears and
attention of desk officer to verify everyday. So
that's about as harnoni zed as we've gotten

DR. KUEHNERT: Okay. And ny ot her
question was just internally you mentioned about
there being where you are comuni cabl e di seases
group and then the health technol ogy group which
contains the blood safety folks. |'mjust

wondering how you interact? Is it informal? Do
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you have a working group where there overl appi ng
rel evant topics or how does that work internally?
DR. CHU: It's really informal in-house
conmmuni cati ons. \Wenever an incident or a topic of
cross-cutting concern happens, then they are called
into come into what | call the SHOC room and we
will sit down and di scuss how we can do that. It
is on an hoc basis.
CHAI RVAN BRACEY: Question for Dr. Pierce
DR PIERCE: You had mentioned that it was
primarily previously healthy individuals who were
i nfected, who got disease. Are there any host
susceptibility factors that have been identified?
DR CHU. | think that's part of the
research that needs to be | ooked at very clearly,
and sone of the strains that are held at the WHO
col l aborating centers like in Atlanta, in Tokyo, in
various places, those eventually are going to be
| ooked at for those susceptibility factors, but at
the moment, | think our attention is not going that
way yet, but the plans are in place to | ook at

t hose as research factors.
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CHAI RVAN BRACEY: Dr. Ransey.

DR RAMSEY: 1'd like to ask a little bit
about the clinical features of these patients. In
the 1918 pandenmic, as | understand it, many of
these patients had very proni nent henorrhagic
mani festati ons fromwhat |'ve read.

And | was wondering about--that's not
sonething we think of today in the usual flu that
we're nostly aware of. So |'m wondering what you
know about these patients that m ght inpact the
need for blood products in their care in terns of
their clinical features?

DR CHU: Actually I'"'mnot prepared to
answer that question in detail with you because we
have so few cases to ook at. By and large, it's
been multi-organ systemfailure. By and |arge when
we have been infornmed of these cases, the patients,
they were fatal cases and very little pathology is
avail able at this tinme.

So that's another area that needs to be
coordi nated better. | think Anna probably, Anna

after ne, the next speaker, will probably talk a
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little nore about the clinical features.

CHAI RVAN BRACEY: Thank you. Dr.
Angel beck, yes.

DR ANGELBECK: | have two questions
actually. One is what is the trigger that
identifies that the pandemic is here? bviously,
it's sone observation of the efficient human-to-human
transm ssi on.

DR CHU.  Unh-huh.

DR ANCELBECK: But is that five cases; is
it ten; what is that?

DR. CHU: | think at the nmonment is any
efficient transm ssion anong a cluster that have a
conmon exposure is inportant, so it could be two
cases, brother to sister, nother to child, you
know, in very close quarters.

DR ANGELBECK: Ri ght.

DR. CHU: And the second trigger would be
si mul taneous reports of activity within a
geographi c disparate region. And so there is no
particular trigger as every case counts at this

time.
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DR ANGELBECK: | have a second question
Could you just give a little nore detail on when
these cases appear, such as in Turkey that you just
identified, what are the i medi ate el enents of your
rapid containment plan?

DR. CHU: GCkay. As in Turkey, there's a
reported cluster. [It's not confirmed by the WHO
col l aborating centers so it is suspicious, and
i medi at el y what happens is the mnistry of health
is called and they're asked to invite us in. And
much |i ke what CDC does with EI'S for the
investigations, and a teamw |l go in consisting of
medi cal , epidem ol ogists, clinicians, field people
and others, and there are rapid response teans
avail abl e of that skill set, and they will be going
in very rapidly along with the mnistry of health
counterparts to investigate together, and that we
help the mnistry of health investigate, and the
mnistry then makes the report avail abl e.

CHAI RVAN BRACEY: Coul d you coment on
anot her el enent of the response, would be the

control of the population, that is birds that are
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af fected? And obviously fromthe news, et cetera,
it seemed that in certain areas, there is great
activity. What really is the extent of the
response anong the many nations where this is a
probl enf

DR. CHU: At the noment, conpliance is
very high because everybody understands the
potential of a pandemic and its spread. | think
SARs was a great |esson, and nmpost of the
governnents are very active in controlling the
envi ronmental contanination and the ani mal side of
it, and then the mnistries of health are very
active in nonitoring and traci ng those persons who
are cl osest exposure to those ani nal s.

It is really event-based at this time, and
there is a lot of work going on in China and what
they're planning to do is immuni ze every donestic
fow for the next year, and you're talking about
250 mllion immnizations every nonth. And they're
trying to put that in place. So there is sone
concerted effort to doing that.

CHAI RVMAN BRACEY: Thank you. In the
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interest of time, | think we're at a point for our
first break. We'Il reconvene in 15 m nutes.
[ Recess. ]

CHAI RVAN BRACEY: We'd like to reconvene
the conmittee. Qur next topic will be delivered by
Dr. Anna Likos. Dr. Likos is fromthe Epidem ol ogy
Section of the Influenza Branch at CDC and her
topic will be "Pandemnmic Surveillance at the G ass
Roots Level: Transmission and Cinical Detection."”

Thank you.

DR LIKGCS: Thank you. | have to say |
have not heard the words "grass roots" and "CDC' in
the sane sentence very often before. Gass roots
| evel surveillance to me nmeans clinicians who are
aware. So I'Il be talking mainly about clinica
aspects of influenza including its transm ssion and
clinical features

By way of introduction, 1'd like to just
say that | was an internist initially, practiced
for a couple of years as a hospitalist, before
saw the light and entered public health by doing a

second residency in preventive nedicine.
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I just joined the Influenza Branch | ast

July so I'mrelatively newto the field of

i nfluenza which is ny way of saying | realize
don't know everything there is to know about

i nfluenza, but |I'mworking on it.

I"mreally happy to be here, though,

a different reason and that is because in a prior

life, before medical school, | was actually a bl ood

banker. | worked in a small community hospita

Dodge City, Kansas as a registered nedica

technol ogi st, did everything, and | have nenories

of being up all night long, cross-matching units,

scroungi ng additional units fromhospitals in

nei ghboring towns and worrying about that, so

have a very real appreciation for the inportance of

a national blood supply that is both safe and
avail abl e.

Today, |'m going to be tal king about

i nfluenza, both the virus and the di sease, and what
I thought | would do is really start with conmon
influenza and review the virus itself, the disease

including transm ssion of influenza and infection
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in the host, clinical course, conplications and
address sone of the non-pul monary considerations
that woul d be of concern to a group like you

I"l'l then back up and review t he sane kind
of issues briefly in ternms of what we know about

the clinical features of H5NL infection

To begin with, | think we need to realize
that the term"influenza" refers to both an illnness
and a virus. The illness is a contagious disease

which is caused by a virus which is an RNA virus
and it poses a global infectious disease threat as
wel | as annual public health problem

It primarily affects the respiratory
tract, causing severe illness and leading to life-
threatening conplications such as pneunponia i n many
people. Now, there are lots of influenza viruses
out there in the world, lots of them and they
naturally infect several aninmal species including
birds as well as mamal i an species including
humans.

In general, certain strains of influenza

viruses tend to infect certain ani mal species so
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there are horse influenza viruses that infect
horses and pig influenza viruses that infect pigs
and humans are usually infected only by human
Vi ruses.

Now, peopl e who do genetic sequence
anal ysi s and phyl ogenetics, much smarter than |
have | ooked at lots of different influenza viruses
and determned that all the known A types of virus--they're
two that 1'l1 be tal king about shortly--but all of the known
A subtypes are present and
circulate in wild birds. WId birds can pass these
viruses to donesticated birds and ultimately serve
as a source of all viral genes and viruses that
i nfect other aninmal species as well.

This is a schematic drawi ng of the
influenza virus itself. As | nentioned, it is an
RNA virus. It has a genone that consists of eight
segnments of single stranded negative sense RNA
This is covered by a protein and |ipid coat on the
surface of which are two different proteins
represented by the spikes, which are hemaggl utinin,

a protein that appears to be involved in entry of
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the virus into the host cell, and then those button
or nmushroom shaped proteins called neuram ni dase,
which are involved in exit of progeny virus from
the cell as well.

There are 16 different types of
hemaggl uti ni n and ni ne types of neuranini dase, and
these can conbine in a wide variety of conbinations
resulting in different subtypes of influenza A such
as noted there as H3N2.

Every strain of virus is given a
descriptive nane as you see there--

Al Beijing/32/92(H3N2). This is kind of its
pedigree. It tells the virus type, the geographic
| ocation where that virus was isolated, the strain
nunber, the year of isolation, as well as the virus
subt ype.

So by looking at this nanme, | know that
I"mdealing with a type A influenza that's H3N2.

It was the 32nd strain isolated in Beijing in the
year 1992.
As | nmentioned there are two main types of

i nfluenza, Type A and Type B. Type Ais the one we
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are concerned about the nobst. It causes not only
epi dem cs but pandemics. It infects, as

menti oned, ani mals and humans incl udi ng humans of
al | ages.

Type B affects only hunmans, and it tends
to cause only epidenics, though we do find themin
the U S. on a yearly basis. It primarily infects
chi | dren.

Now this slide graphically depicts the
nost common neans of transmtting influenza virus,
and that's by degeneration of respiratory droplets
or droplet nuclei.

Essentially, any process that can nove
infected respiratory secretions froman infected
person to a susceptible person will result in
i nfluenza infection. These transfer nmechani sns
i ncl ude coughi ng, sneezing and even tal king as wel |
as hand contact.

Now, this refers to the fact that
i nfluenza A has been shown to be relatively stable
in dry cool environments especially. This nmeans

that in sonme cases, at |east on stainless steel
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surfaces, the virus can persist and remain
infectious for up to 48 hours. So sonmeone coughs.
Respiratory droplets are fairly large size and of
good nmass. They fall out of the air fairly easily
on to oneself, one's clothing, the table. You cone
al ong, you touch that table, unknowi ng that there
is virus present, you touch your nucus nenbranes
and infect yourself.

O course, the obvious way to prevent
this--1 ama preventive nedicine doc--is by good
cough hygi ene as well as frequent handwashi ng.

Once the virus enters the new host, it
attaches to columar epithelial cells located in
the respiratory tract. These are typically found
in the |arge airways such as the nasopharynx, the
throat, the trachea and the bronchi although the
virus can infect anywhere within the respiratory
tract itself.

Using cell culture studies, a replication
cycl e takes about four to six hours, and the host,
as progeny virus are produced, the respiratory

epithelial cells die, and the virus is actually
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rel eased at the apical side of the epithelium or
towards the |umen of the airway.

This facilitates not only infection of
near by and nei ghboring cells, but also places the
virus in the airway so that it can be expelled from
that infected host and make its way to a new
suscepti bl e host, again by coughi ng, sneezing or
t al ki ng.

Once the individual has been exposed and
infected, synptons will appear one to five days
after exposure, and these synptons, which many of
us are famliar with, include fever, headache,
cough, sore throat, mnyal gia or severe body aches,
nasal congestion or runny nose, weakness and | oss
of appetite.

Now, these synptons have been shown to be
due to a conbination of affects of the virus.

There are direct effects of viral replication in
the respiratory tract which can result in the
scratchy throat or sore throat. |In addition, the
virus is a foreign object, and it will trigger

cells that initiate a reflex that results in a

file:/l/Z|/Storage/0105dhhs.txt (82 of 292) [1/10/06 3:02:54 PM]



file:/l1Z|/Storage/0105dhhs.txt

83
cough or a sneeze and attenpt of the body to rid
the virus fromthe body.

System ¢ synptons such as fever and
myal gi a are thought to be due to the production of
pro-inflammatory cytoki nes and | ynphoki nes such as
IL-6 and tumor necrosis factor alpha. In the
unconpl i cated case of influenza, full recovery wll
take about two to three weeks, usually a week for
the system c synptons to resolve, but the cough
itself nay persist for an additional one to two
weeks.

The nost serious effects of influenza,
however, are really in the conplications which can
be either pul monary or non-pul nonary. Most
frequently, pulnonary conplications occur. The
| east common but nost serious is probably primary
i nfluenza viral pneunonia, where the virus actually
infects cells that are deep within the lung tissue
itself resulting in a pneunoni a.

Bacterial pneunonia al so occur as a
secondary invadi ng pathogen. Very frequently it's

streptococcus pneunoni a and actually secondary
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bacterial pneunpnia can account for up to 25
percent of influenza associ ated deat hs.

The non-pul monary conplications are those
that are perhaps of interest to this group. They
i nclude myositis, myo/pericarditis, encephal opathy
and encephalitis. Mositis is a severe
i nflammati on of nuscle tissue, typically in the
| ower extrenmities. Although severe nyalgiais a
common feature of influenza, nyositis itself is
fairly rare. 1It's noted by very boggy sore nuscles
that are present.

The pat hogenesis of myositis is not
under stood. However, a paper published in the '70s
gave evidence that influenza virus can be found in
i nfected nmuscle tissue.

Myocarditis and pericarditis or
i nfl anmati ons around the heart and of the heart
muscl e itself have been described, especially in
the 1918 pandemic, less frequently since then
However, reports have been nmade, as we'll see, of
i nfluenza virus being isolated fromheart tissue in

post - mort em speci mens.
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Encephalitis has been reported
occasionally and the influenza virus has been
i solated and cultured fromcerebral spinal fluid in
sone of these individuals.

So the question then becomes how does the
virus get to these nonpul nonary sites and the
obvi ous answer is going to be, of course, through
the bl ood stream

However, the generally accepted influenza
dogma is that there is no viremia within influenza
infections. Now, one of the benefits, | think, of
bei ng a new person to the field of influenza is

that | frequently do literature searches before

| earn the dogma. It kind of takes up some tine,
but | learn alot, and 1'd like to present for you
sonme of the historical literature concerning this
quest i on.

The studies cited here are al
observational studies of community acquired
i nfluenza. In 1962, M nuse and their coll eagues
foll owned seven M chigan State patients who were

admtted to hospital with influenza like illness.
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As early as 22 hours after the onset of synptons,
they collected both blood and throat washes and
then coll ected serial specinens lasting up to about
78 hours after the onset of synptons.

Si x out of the seven individuals had virus
present in the throat washes and they were able to
culture that out. None of the blood specinens,
however, showed any evi dence of virus.

A year later, however, Naficy published a
case report of a case of influenza in a 40-year
mal e whose publication was in the New Engl and
Journal. This 40-year old male presented with
fever up to 104 on the second day of illness and on
the third day followi ng fever, a blood specinmen was
taken, and influenza virus was isolated fromthis
bl ood speci nen.

In addition, again, virus has been shown
to be present in non-pul nbnary organs. Kaji, et
al, did a survey of 33 individuals who had di ed of
i nfluenza-like illness and on autopsy, he was able
to isolate influenza fromat |east one organ in 17

of these individuals.
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Col l ectively, the organs included tonsils,
| ymph node, spleen, kidney, liver and heart. The
|l ast two papers that are cited there, that of Yan
and col | eagues, as well as McGregor and col | eagues,
report the isolation of influenza vira from
amiotic fluid indicating the potential for
influenza virus to infect a fetus fromthe pregnant
not her .

There's been one study, however, which is
of concern for an asynptomatic virema. Again,
want to reiterate that all of the studies on the
previous slide were fromstudi es that took sanples
after the onset of synptons. Hopefully, if those
patients presented to donate bl ood today, they
woul d be declined the opportunity to give bl ood.

Khakpour and his coll eagues in 1969,
however, investigated an outbreak of influenza in a
prison in Tehran. There were 21 individuals who
becane ill during the course of a week with
i nfluenza-like illness. Wthin 24 hours of the
onset of synptoms in each case, throat washes and

bl ood speci nens were col | ect ed.
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12 of those individuals did have influenza
virus as cultured fromthe throat wash. However,
none had virus present in their blood stream At
the sane tine, the researchers investigated 29
asynptomatic contacts or fellow inmates of these
i ndi vidual s, collecting blood and throat washes at
a tinme when all individuals were reporting good
heal t h.

One individual had virus present in both
his throat wash as well as in his bl ood specinen,
and 12 hours later, this individual had the onset
of influenza-like illness. Subsequent bl ood
speci nens were drawn at 12 and 24 hours follow ng
the onset of synptons, but no virus could be
i solated fromthese.

So, in general, then influenza is a
serious illness. Estinmates are that there are
36, 000 annual deaths per year frominfluenza and
its conplications and we expect that there are
greater than 200, 000 hospitalizations per year
Peopl e who are at greatest risk for influenza

conplications include people who are 65 years and
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ol der, persons with chronic di seases, especially
lung and heart disease as well as diabetes,
i nfants, pregnant wonen and nursing hone residents.

It's inportant to realize, however, that
there are variations in the nmanifestation of
i nfluenza infection. H/N7 is an avian influenza
virus that is highly pathogenic in birds and in
2003, it caused a fairly large outbreak in
comrercial poultry farns in the Netherl ands.

Because there were at |east four anecdotal
or four independent anecdotal reports of increased
cases of conjunctivitis in people around these
farns, the Dutch Mnistry of Health initiated an
i nvestigation. They exani ned over 400 peopl e,
taki ng specinmens fromall, and found 86 cases of
| aboratory confirnmed H7/N7 infection in these
peopl e.

78 of these 86 cases, or 91 percent, were
actual ly conjunctival swabs only. These people
only had complaints of a conjunctivitis and had
absolutely no respiratory synptoms. Now, in the

past few years, there have been a nunber of strains
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of avian influenza that have infected human bei ngs
including H5NL in 1997 in Hong Kong, two cases of
HON2 infection in humans, again in Hong Kong in
1999, the previously nentioned H/N7 infection in
2003 and, of course, the current situation in
Sout heast Asia where H5N1 infects a nunber of
hurmans.

None of these instances, however, have
sust ai ned human-t o- human transni ssi on whi ch woul d
be an essential feature of pandem c influenza.
However, they have served to increase the concern
of public health officials about the inevitability
of another influenza pandem c, inevitable because
the influenza virus changes. It changes nore often
than other respiratory viruses.

Typically these changes are very small,
m nor changes in both the hemaggl utinin and
neur am ni dase proteins, which over time accunul at e,
so an H3N2 virus as it replicates, it changes a
little bit at a time. At a second point in tine,
you can |l ook at that virus and realize that it is

now very different fromthe virus when it started.
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Because of this, our inmmune system no
| onger recognizes this newdrifted virus and we
have to have a new vaccine, and that's why our
vacci nes are updated each year

Very rarely, radical changes occur, so
that we have a new, a conpletely new "N' or
hemaggl uti ni n and neuram ni dase protein on the
surface of the cell, to which people have
absolutely no immnity. This is an essential but
not sufficient feature for pandem cs to occur

Now, this slide depicts the ngjor
antigenic shifts, these major changes in the H and
N genes that have occurred in the past century.
The 1918 pandemi c, or the Spanish flu, began with
an H1L. We know that this was replaced in 1957 with
an H2, which itself was replaced in 1968, the third
maj or pandenic of this century, by H3.

Interestingly, Hl reappeared in 1977, a
small little blip that was referred to as Russi an
influenza. The interesting thing is that at that
time, the people that were nost susceptible to it

wer e young people, those born after 1957 because
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they had never seen the Hl protein before and had
no inmmunity.

Now, the H7H5 and H9 viruses are avian
i nfluenza viruses that circulate globally and each
have had the potential to nutate to forma pandenic
virus or one that's capable of infecting human
bei ngs.

O course, the najor concern at this tineg,
as stated, is the H5 virus, because of its
continued infection or transm ssion frombirds to
humans.

So what do we know about H5N1?

Transm ssion of HS5NL differs in two features.
First of all, it's frombirds. There is no human
to human transm ssion that we know of to date of
H5N1 vi rus.

Second, it requires close or direct
contact with the bird itself. So people really
believe that nost likely the virus is transmtted
by touching the bird and then touching their own
mucus menbr anes.

The replication of H5NL may occur in a
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different site than our regular influenza. It
appears not to replicate as well in the nasopharynx
but rather it chooses sites | ower down, deep in the
| ungs.

There's at | east one report froma Tha
case that indicates that it may replicate in type
Il pneunocytes, which are actual cells found within
the deep alveoli of the lungs itself.

In addition, the incubation period may be
| onger, eight days or even up to ten days in sone
cases follow ng exposure.

Prom nent features of H5N1 illness stil
i nclude fever and cough or shortness of breath.
However, there have been reports of cases that had
no respiratory synptomnol ogy at all

Gastrointestinal conplaints, especially
diarrhea, are frequently reported, nuch nore
frequently than with regular influenza. And in
sonme cases, the diarrhea actually precedes
respiratory synptonol ogy.

Lower respiratory tract synptons occur and

develop fairly early in the course of the disease,
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clinically suggestive of primary viral pneunonia.

These include shortness of breath, tachypnea as

well as inspiratory crackles. At presentation, X-rays are
abnornmal, usually with a nulti-foca

consolidation in at | east two segnments, and these

chest X-rays rapidly worsen.

Again, the signs are that of a primary
viral pneunonia. Mechanical ventilation can be
required and this is a bad prognostic sign. Milti-organ
failure has been noted including both rena
and cardi ac dysfuncti on.

In terms of extrapul monary H5N1, there
have been two reports that are of concern. The
first was in a six-year Thai nmale where viral RNA
was isolated from post-nortem speci nens in |ung,
intestine and spleen tissues. Now, the type that
was isol ated was nessenger RNA only in the
intestine and lung. This is a positive sense RNA
and would tend to inplicate replication of the
virus in those tissues.

In the spleen, no such MRNA was found,

suggesting that viral replication did not take
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place in this organ

O concern also is a nine-year-old
Vi et nanese femal e who di ed. She presented
initially with diarrhea and it was followed by
coma, so the differential diagnosis initially was
that of encephalitis.

Cerebral spinal fluid was coll ected and
pl aced on cell culture in the lab, l|ooking for the
causative agent. Initially, they were expecting to
find herpes sinmplex virus. Certain features of the
cell culture were suggestive of H5NL, however, and
subsequent testing revealed that it was indeed the
H5N1 vi rus.

They pull ed out ante-nortem speci nens of
serumas well as throat and rectal swabs and were
able to isolate virus fromeach of these speci nens
Now, | wanted to finish up by putting our know edge
of pandem c influenza into some kind of frane of
ref erence

As you recall, there were three ngjor
pandem cs in the past century. The 1918 pandem c

actual ly occurred 15 years before we had i sol ated
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the etiol ogic agent of influenza.

In 1941, a reaction known as
hemaggl uti nati on whereby the virus can clunp
together red bl ood cells was described, and we
still use this particular feature of influenza
virus to subtype strains as well as identify the
presence of antibodies in suspect patients.

Qur first influenza vaccine was |icensed
in 1945. Now, during this time, we've also
devel oped | aboratory techniques for identifying and
i solating influenza virus. However, many of them
require a specialized | aboratory capacity. It
wasn't until the early 2000s that rapid flu tests,
kits that were anenable to a busy clinician's
practice, becanme avail abl e.

In ternms of blood banking, it was 18 years
bef ore the pandenic, the 1918 pandemic, that Karl
Landst ei ner descri bed the ABO bl ood groups. And
two to three years before the pandemc is when
citrated anticoagul ants were described, obviously a
devel opnment inportant for the storage of blood, and

t he subsequent devel opment of bl ood banks, the
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first being established in 1932 in Leningrad.

It was in 1947 that the American
Associ ati on of Bl ood Banks were formed. Now, today
we have a couple of inportant tools that wll
assist us greatly in both identifying and
respondi ng to an outbreak of influenza that has
pandem c potenti al

These include the [aboratory technique of
PCR, or polynmerase chain reaction, as well as the
Internet. These have becone to be of great use
only in the late 1980s and early 1990s, ten to 20
years after the | ast pandem c occurred in 1968.

I think it's inportant to note that during
this history where our know edge of bl ood banking
as well as influenza virology has increased, that
there has never been a report of influenza
associated with transfusions. The caveat to that
statenment, however, is that we may not have
recogni zed it.

I nfluenza virus transnitted by bl ood may
have different clinical features and it may not

even have features of respiratory disease at all,
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whi ch makes the statenent before you today in 2006
a good one, and that is can influenza be
transmtted by transfusion? W have the techniques
to evaluate this question today better than we ever
have in the history of either influenza virology or
bl ood banki ng.

Finally, 1'd like to thank nmy many CDC
col | eagues who have helped me in preparing for this
tal k, especially Matt Kuehnert, who gave direction
as well as advice on slides. These people have
al so participated and stinulated me with a [ ot of
very interesting discussions about this topic.

Thank you.

CHAl RVAN BRACEY: Okay. We'll take
questions now. |If I may, could | ask one question
initially, and that is are you aware of any trials
now that are | ooking at spi ked sanpl es and the
onset of clinical disease related to influenza?

DR LIKOS: Yes. | believe one of the
speakers |l ater on today will probably address that.
Several trials have been suggested, and we hoe to

collaborate with people as well. And rather than
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steal their thunder, | think I'Il let them describe
t hat .

CHAI RVAN BRACEY: All right. Dr. Epstein.

DR EPSTEIN: Yes, thank you. You know
the best chance to find out if there are
asynptomatic virenmic individuals is to | ook at the
case contacts and that's what was shown in the
Khakpour study. So | wondered if you could
specifically comrent on how much effort there
really is right nowtrying to look for virema in
case contacts?

DR LIKOS: |In H5N1?

DR EPSTEIN. Yes. Presumably in Asia.

DR LIKOS: Yeah. |[|'ve not been able to
participate very much in the studies that are being
done over there. | do know that contacts are
foll owed very closely for onset of synptons and in
some cases, at |east nasal or throat swabs have
been taken. |'mnot aware that bl ood speci nens
have been tested in the contacts.

CHAI RVAN BRACEY: Dr. Wing

DR WONG In the Vietnanese case for the
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13-year-old girl and her nother who di ed, how do yu
rul e out human-to-human transni ssion even though
one is Tamiflu resistant and one is not, that the
nmutation didn't occur human to human?

DR LIKOS: Yeah. The report, the
publication that was made actually in the New
Engl and Journal about that case suggests that
human-t o- human transmission did occur. [It's
difficult to tell. The aunt was present at the
sanme place where the girl was living, had actually
killed the chickens when they were ill, and cane
down with influenza | think 17 days after that |ast
exposure to chickens.

There have been sone reports of possible
human-t o- human transm ssi on, but they have not been
sust ai ned and have not gone beyond that. | don't
think it's possible to conpletely rule out the
possibility that it was still bird-to-human

CHAI RVAN BRACEY: Dr. Hol nberg

DR HOLMBERG Yes. Dr. Likos, how
reliable are the data from China to be able to

det ect the human-t o- human?
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DR LIKOS: Not being at WHO and the
reci pient of those data, | really would defer to
May Chu actually in answering that question

DR CHU. | think the answer to that is we
trust that we're getting as accurate information as
possible. The WHO office in Beijing works very
actively with the Mnistry of Health and every case
is being investigated with a field teamthat
comprises of WHO specialists as well as the
Mnistry of Health. Sone of those reports are
still being finalized.

So what we would feel is that for the
cases that have been noticed and reported, we are
| ooking into every case. But | think the avian
infection, the infection of the domestic poultry is
quite extensive in China and so there are likely
ot her cases that may have escaped finding. In
fact, one of the questions asked earlier was are we
getting to every case, and | think at the nonent,
we're really |looking at event-based after the
i nfection.

So it's an inconplete answer, but | think
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what we're trying to do is putting a ot of effort
intoit with CDC and a | ot of partners.

CHAI RVAN BRACEY: Fol | ow up?

DR. HOLMBERG Yes. My | ask both of you
what is the general consensus as far as the trigger
for when it is recognized as a pandemic? Is it one
case of human-to-human? 1Is it nmultiple cases of
human-t o- human? 1s it human-to-human outside the
famly? Just what is the |latest thinking on this?

DR CHU. | think at the noment, we're
able to l ook at, as far as we know, every case, and
every case is investigated, and every case is sort
of a mni-trigger, and until we find really
efficient human-to-human transm ssion, we won't--
that is really the key. And it could be found in
any situation.

CHAI RVAN BRACEY: Dr. Ransey.

DR RAMBEY: Wth influenza as we know it,
what woul d be the value or what is the val ue of
prophyl actic therapy in advance of exposure? I|I'm
thinking of the possibility of treating transfusion

reci pients before their transfusion.
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DR LIKOS: It's nmy know edge that with
Tami flu especially that actually it's better
prophylactically than it is as a treatnent for
i nfluenza.

CHAI RVAN BRACEY: Dr. Sandl er.

DR. SANDLER: As you observed, a |ot of
folks in the United States get blood and we don't
spread influenza, comon influenza, by a bl ood
transfusion. Fromyour reading and the information
that's available to you, is there anything about
the biology of this bird flu that would cause you
to think that the current nechani sm of taking
sonmeone' s tenperature and doi ng other things won't
work if this virus cones here conpared to comon
flu?

DR LIKOsS: Basically you're asking if
asynptomatic virenmia with HS5N1 i s possible or
likely, and I have absolutely no idea to answer
that question. | think, | think it is of value to
| ook at regular influenza to see what the
capability of the virus in general is, but | think

in general, as | tried to point out with H/N7 as
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wel | as H5N1, that each influenza virus can be a
whol e new bal |l gane.

CHAI RVAN BRACEY:  Fol | ow up?

DR. SANDLER: Yeah. That wasn't entirely
what | had in mnd.

DR LIKOS: |'msorry.

DR. SANDLER: A person with syphilis, and
who has spirochetem a could donate a bag of bl ood,
but the recipient isn't going to get it because
what we do in the process makes it non-infective,
and | was just wondering if there is any difference
in the biology between the various viruses that
woul d cause you to think that whatever we're doing
today and we don't see people getting flu froma
bl ood transfusi on woul d cause you to worry about
that what we're doing today wouldn't work if the

new virus were present?

DR LIKOS: | really don't know. | don't
have--1 feel very unprepared to answer that
question. | don't know all of the processes that a

unit of blood goes through as it goes fromthe arm

of the donor to the blood bank refrigerator. So
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think there would potentially be, you know,
processes that would renove virus or kill virus
that m ght be present. However, no information on
t hat what soever.

CHAI RVAN BRACEY: Question from Dr.

Bl oche.

DR BLOCHE: Thank you. |'d like to ask
you the same questions that | asked Dr. Chu. One,
do you have any sci ence-based sense of what if any
m ght be different about the death rate for disease
of the sane severity as has been reported on bird-
to- human transni ssion? Wat m ght be different
about the death rate with U.S. level or first world
nedi cal care?

And then the second question is any
sci ence- based sense for the extent to which
synptons or severity mght be attenuated if we went
to human-to-human transni ssion and the inevitable
evol ution of the virus for its own benefit to keep
its host alive?

DR LIKCS: Yeah. In terms of the first

question, | get the inpression you re asking about
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clinical capability here in the United States as
conpared to Sout heast Asi a.

DR. BLOCHE: And the inplications of that
difference for survivability?

DR LIKOS: For survival.

DR. BLOCHE: Yeah.

DR LIKOS: And | honestly could not tel
you. |'ve been in several hospitals in Vietnam and
have seen extrenely capable clinicians there with
good equi pnent to work with, and other places not
as good equi pnent and they're trying to build up
their capacity and | think that will be an
interesting thing to watch as we go al ong.

The U.S. has such a renmarkable health care
system it's entirely inmpossible to predict what
the effect of that would be on the nortality rate
inthe US | wuldn't even want to venture a
guess at that.

In ternms of the second question, whether
or not the virus itself, if it becane a pandem c
virus, would be less virulent is also inpossible to

predict. W were talking during the break, Dr. Chu
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and |, about a mutation versus reassortment. The
segnent ed genone of the influenza virus is
significant for the generation of these new strains
inthat two different strains of influenza virus
coul d infect the same host cell

And in the process of replicating, the
different segnents could be reassenbled in a new
conbi nation, getting part of themfromone strain
and part fromthe other, and this would result in
an entirely new virus.

Now, it is tenpting to think then that the
virul ence of the HS5N1 virus, as we see it today,
woul d be diluted out. Do we know that that woul d
happen for sure? | don't. And | think that you
would run a risk as well, difficult to quantify,
that it could become even nmore virulent. Mitation
was shown to be the predom nant reason, single
mut ati on, not reassortnent, that noved the 1918
virus froman avian influenza virus to causing the
pandeni c.

If that's the case, if that's what happens

with H5N1, then it's possible that it would renain
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as virulent as it is today.

DR BLOCHE: But is there an overall
propensity with these viruses for those kinds of
mutations to push themin the |less virul ent
direction, not as absolute truth but as trend?

DR. LIKOS: Yeah, | think that's a |ot of
theory and naybe--1 just don't know the data that
well to be able to say that with inpunity.

DR. BLOCHE: Thank you.

CHAI RVAN BRACEY: Thank you, doctor. W
will nove on to--actually Dr. Wng.

DR. WONG Conming fromLos Angeles, I'm
j ust concerned about the recognition of clinicians
at entry, port entry sites from Sout heast Asia and
t hereabouts, in recognizing the difference in, you
know, the H5NLl versus regular flu and whether the
usual mnechani sms of detection would pick up these
carriers, so to speak?

DR LIKGOS: |In Southeast Asia?

DR WONG Flying into the States?

DR. LIKOS: Do you have any--1 think,

yeah, 1'll let you address this.
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DR BRESEE: |'m Joe Bresee from CDC. |
think the answer is, yeah, there were case
definitions that are made for travel ers which
i nclude, that are being used right now by
quarantine stations. There's |lots of educati on now
ongoi ng with quarantine officers and physi ci ans
that work with these groups. So | think there's a
growi ng |l evel of recognition and sensitivity to the
system for detection of new cases. It will evolve
and | think as we train people, it will becone
better and better, but we've actually learned a | ot
fromthe systemover the |last year and will
continue to learn a lot nore | think over the next
few years

DR. LIKOS: Yeah. CDC has opened 23 new
quarantine stations at airports and cities around
the U.S. and part of their training is in |ooking
at avi an influenza.

CHAI RVAN BRACEY: Fol | ow up question

DR. WONG  However, | think the physicians
in children's hospitals of which I am one are not

trained that way. | can tell you that we are not
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given information, and if sonebody slips through
and shows up at these hospitals, | think just
besi de the quarantine stations, if somebody slips
through the net, you got to be able to catch that,

t 0o.

DR LIKOS: | would say we get a number of
questions throughout the sumer nonths. W get
calls from physicians all over the country, though,
that have a patient presenting with influenza |like
illness. They've recently traveled in China and
can this be H5N1, and we investigate those as best
we can.

CHAI RMAN BRACEY: Thank you, Dr. Likos

DR LIKOSs: Thank you

CHAI RVMAN BRACEY: Qur next speaker will be
Dr. Goodnan, Jesse Goodman. Dr. Goodman has been
the Director of Food and Drug Admi nistration's
Center for Biologics and Eval uation since January
of 2003. CBER is, of course, the FDA center that's
responsi ble for regul ating bl ood, vaccines, and
many di fferent types of tissues and

transpl ant ati ons.
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Dr. Goodnman is a practicing physician and
researcher specializing in infectious di seases and
he will speak to us on vacci ne preparation and
process in influenza pandem c.

Thank you.

DR. GOCDMAN:  Okay. 1'd like to thank
Jerry and also the committee for taking on this
i ssue and Jerry nostly asked nme to tal k about what
are sone of the efforts we and ot her conponents of
the government and industry are naking to on the
vaccine front to have us be better prepared so I'm
mostly going to tal k about that which is sonmewhat
peri pheral to your interests, but given ny
i nvol venent, as many of you know, also in the bl ood
system | just wanted to nmake a little overall plug
when | start to sort of keep all of this in
perspecti ve.

You know | think that the issue of
di sruption of the health care system the issue of
bl ood supply is very big. | think keeping the--I
think we can't be sure there isn't going to be in

an evolved or drifted virus or even in current ones
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smal | periods of virema in asynptonatic
i ndividuals, but I think we need to keep the issues
about the potential burden or problems fromthat in
perspective with the di sease that woul d cause
massi ve social and econonic disruption and probably
infect a third of the popul ati on through natura
route.

So | think we just have to keep that in
perspective as we discuss--1 have an infectious
di sease, too, right now.

[ Laught er.]

DR. GOODMAN: So forgive nme for occasiona
coughs. But anyhow | do want to nmention that the
FDA has, it's not just in our center dealing with
vacci nes and bl ood, but in the FDA as a whol e t hat
we are taking this quite seriously. W have a task
force for the entire FDA dealing with pandenic
i ssues. Cbviously, there are issues in antivirals
and di agnostics that | think are obvious to all of
you, but there are also issues with respect to food
supply, veterinary nedicine, et cetera.

So we do have a cross-agency task force
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whi ch several of our people serve on which hel ps
participate with the president, Wite House | eve
strategy, as well as HHS strategy and plans. This
i nvol ves 14 centers and offices of FDA and is
focused not so much on specific products, but as
policy devel oprment, planning, et cetera, and |'l
just leave it at that, given tine.

Now, I'd also like to point out that
i nfluenza is not sonething that we or HHS have
handl ed as busi ness as usual, and speaking
particularly for our center, and we've interacted
with many of the people in this roomin sone of
these issues since Septenber 11, | viewthis as
anot her extraordi nary chall enge just |ike what
we've dealt with in bioterrorism

And since then we've adapted to those
ki nds of urgent public health challenges through
simlarly urgent and | think creative efforts, and
sonme of these include things like neeting with
sponsors to actually encourage devel opnent of new
products rather than just waiting until they're

devel oped, early and intensive interactions then,
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rapid turnaround on critical product reviews, trips
to inspect facilities as manufacturing is devel oped
and brought up to speed.

We work with our colleagues in the
Department of Health and Human Services as well as
with people in industry on many product devel opnent
teans, and this would, for exanple, an inportant
priority, bioterrorismarea, this is what hel ped
get our country to the point where we have smal | pox
vacci ne preparedness now for the nation

And then to target and prioritize our
research to some of the nore critical areas in
getting these products devel oped. An exanple, a
very nundane exanple I'll mention nmore about, is,
you know, assay devel oprment for--and reagent
devel opnment that allows products to be nore rapidly
eval uat ed and devel oped.

And we used a | ot of these outreach
approaches in dealing with the shortage in 2004 and
it is good feeling to be here towards the end of
the flu season in 2005 and have achi eved, you know,

near normal production of influenza vaccine again
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inthis country after a year ago |osing 50 percent
of our supply. So | think that shows you that
working with multiple partners, both in the
governnent and industry, we can acconplish a |ot.

And | think for pandem c, we have to use
some nore approaches. They're very resource
intensive, | will say that. And this has been
recogni zed and we are receiving additional support
for the pandem c activities.

Now, what are some of the things that
we' re doing? We're working to increase
manuf acturing diversity and capacity. That's
sonet hing that happens in industry, but we can help
make it easier, and we can help make it higher
quality.

We' re devel opi ng pat hways and regul atory
processes that can get us vacci nes nore quickly
both now and in the event of a pandenmic. W can
facilitate the actual manufacturing process itself.
I think FDA is, you know, sort of gold standard
role and a very inportant one, not to forget about,

and 1'Il talk alittle bit nore about this, is
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assuring that the vaccines we produce are
appropriately safe, and maintaining public
confidence because vaccination isn't just about
flu. W have a healthy population that relies on
confidence in vaccination to maintain that health.

Consi deri ng pat hways to prevent a
pandem c, |I'mvery engaged in that and very
concerned can we treat this as sonething other than
an energency, but as nore routine kind of problem
I"lI'l talk a little bit about that and then working
gl obal | y.

Qovi ously, both on an epi dem ol ogic
vi ewpoi nt, but also increasingly on a product
devel opnment, manufacturing availability viewpoint.
We live in a global village

And because this is a serious challenge,
it my or may not be H5NL that becones our next
pandem c, but it could be, and I think one of ny
worries is that we sure don't want this to happen
in the next year or two because preparedness i s not
optimized, but 1'd had to see it be forgotten about

like so many threats de jour if that doesn't occur
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I'"d like to be in a place where in five
years or ten years, we can all say we have a system
in place that can help face this challenge. The
other thing is realistic expectations in all this.
You know we live in a society where people feel
there can be, that if sonebody gets a di sease,
that's a conplete failure. Well, for those who
have gotten them it is. |It's something we should
do everything we can to avoid, but the history of
pandem cs of infectious disease | think tells us
we need to be sonewhat realistic about our ability
to either prevent transm ssion of disease or to
al ways intervene successfully medically.

But fortunately in this case we do have
potential interventions |like vaccine antivirals or
even public health neasures and we need to use
those optimally.

Now, talking--1'"Il go through each of
these briefly, but tal king about increasing
manuf acturing diversity and capacity, very
i mportant and everybody in blood is very famliar

with this, but that it's markets that are main
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driver. People are not going to invest--I
soneti nes say nhobody is going to produce three
billion doses of vaccine once every 50 years and
build the infrastructure to do that for the world
I mean for the United States if it was 300 mllion,
|l et alone for the world which mght be six billion

So we need to keep this in mnd and this
is why | think the administration rightfully has
said we're going to invest in produci ng some
incentives for influenza vacci ne manufacturing both
for annual vaccine and for pandenic vacci ne.

In the last few years, a good thing is
working with CDC and others, the health care
community and the public have increased their
demand for flu vaccination because it is beneficia
on a public health level and that has stinul ated
the market and interest of manufacturers and there
is nothing |like good shortage also to stinulate
i nterest.

And in dealing with that shortage, we've
had a | ot of helpful interactions, for exanple,

with global manufacturers fromall over the world
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and all continents who worked with us to assure
potential access to additional vaccine, not
licensed in the USA, if it had been needed in 2004
to 2005.

We sent inspectors out to nultiple places.
Australia, Europe, et cetera, to look at facilities
and manufacturers were very cooperative with us in
making it possible that if we needed nore vacci ne,
we could bring it here. And | will say as a result
of that, several conpanies with whomwe'd al ready
been interacting are now on--and | think al so
because of pandemnmic are now on a faster track to
work with us to seek U S. licensure.

And one pathway we used to speed
availability is what we have in our |ega
armanent ari an which is accel erated approval and
basically if we consider there to be a short supply
of a product for a serious and life-threatening
illness, and we believe we have a likely surrogate
mar ket of clinical efficacy--in this case, we
bel i eve that antibody |evels against the

hemagglutinin are a likely surrogate, we can
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approve the vacci ne based on the host imune
response to the vaccine with a post-approval study
to showits clinical effectiveness.

So you don't have to wait for an influenza
season and then a year after that to analyze all
the data, but you could do this in real tine, and
we' ve made manufacturers aware of this, and one of
the reasons that we're in better shape this year
than we m ght have been, for exanple, is that
A axoSmi thKli ne working col |l aboratively with us and
the National Institutes of Health very rapidly
generated and revi ewed data--we revi ewed, they
generated data--in a 900 person study to establish
t he i mmunogenecity of their vacci ne.

This study actually of this nunber of
peopl e was planned and fully enrolled within one
month. This indicates that with preparation and
resources, substantive needed data can be obtai ned
now and potentially even in an evol ving pandemni c
si tuati on.

And we have stated that we'll consider

sim | ar approaches for npbst of the pandemc
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vaccines and I'lI|l get to sone of the other
technologies in a mnute.

One of the other things we've done to
speed the process is we've said that a pandenic
strain cones along and a |licensed manufacturer
using a licensed vacci ne process, we would view
this like we view an annual strain change in the
vacci ne, and again this accelerates greatly the
regul atory process and reduces the burden. | won't
go into this in a |long way.

But I'Il also say we also believe that a
virus made by reverse genetics, which is a usefu
technol ogy, that gets us a little nore quickly to a
new manufacturing stock in many cases--for exanpl e,
the European regul atory systemviews this as a
genetically engineered organismrequiring a variety
of --rai sing contai nment issues or somewhat
different issues froma regulatory point of view-we view
this as just an effective tool to nmake an
i nfluenza strain when it's properly characterized
and carried out.

These things make it faster. Now, |
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didn't have the slide in the talk, but | realized
when | was talking to the blood community that |ive
vacci nes are an issue that the blood community is
al ways interested in, and | do want to nention both
because of that and because of its potential use
and sone issues about it, the live attenuated
vaccine. W currently have one approved live
attenuated vaccine that's called FluMst. About
three nmllion doses a year have been used. It's
very effective in children

The efficacy in other populations is stil
under study. One of the nice things about this is
that it is like many live vaccines, it's a live
vacci ne, so you're exposed to an infection. The
i mMmune systemis stinulated in a nore simlar way
than using a purified single antigen and
particularly to a broader array of antigens. So in
theory, there's the possibility of inducing
imunity that mght be broader as strains drift,
for exanple, or potentially nore rapidly.

Now, this remains to be seen. A study

with H9, one potential pandem c threat,
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hemaggl utinin has actually been enrolled. Data is
bei ng coll ected and anal yzed, and a study with the
H5 strain is planned. ['Il nmention those in a
second.

G ven adequate clinical and i rmune dat a,
again we could handl e these as a strain change to a
i censed vacci ne, too.

Now there are sonme issues here. As you
can imagine, if you have a live virus carrying this
H5 hemagglutinin, there is concern that if people
are there in the community with that virus, that H5
could reassort with a wild type virus and
essentially let the H5 gene into the popul ation
The risk of this is probably quite low, but it's
unknown. I n addition, this concern nakes clinica
studi es have to be perfornmed in confinenent or
contai nment right now which you can imagine that's
a real challenge for performng clinical studies of
t hese vacci nes.

But nonet hel ess, those studies are going
ahead, but | think for these reasons, even if this

vacci ne technol ogy works for pandemic strains, it's
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sonmet hing unlikely to be used before a panden c but
that could potentially be nobilized during a
pandeni c.

On the bl ood banking side, I'mnot aware
that virema is an issue with this highly
attenuat ed vaccine, but | have not personally
reviewed the literature or what the manufacturer
may have

Sone patients do persistently shed virus

for periods of tinme, but in general there is not

significant systenmic illness.
Vel l, we're doing a nunber of other things
to strengthen the supply of vaccine. | nentioned

gl obalization. W've put in place a |ot of

i nformati on sharing agreenents, and this is
important not just in how we assess new vacci nes,
but how we nonitor the safety of vaccines during
use, |'ve always encouraged vacci ne--you know t he
econonmics are different than this, but | think
we're very supportive of the idea of coordinated
gl obal vacci ne devel opnent pl ans.

We' re now perform ng annual inspections of
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flu manufacturers and this, | think actually for a
pandem c puts us in a better position, because may
be able to be preventive in terns of identifying
i ssues or preventing them And we're also paying a
| ot of attention to vacci ne nmanufacturing issues
and working actually collaboratively with
manuf act urers.

W have a roundtable now with PhRVA to
di scuss some of these issues and quality issues in
vacci ne manuf act uri ng.

Now what could we do ahead of tine and
what are we doing? W can prepare qualified seed
strains and high growh reassortants. Every year
we generally prepare strains for manufacturers' use
in their influenza vaccines. This is a very
unusual degree of interaction with the governnent
where the governnent in our case, or WHO in the
case of many other countries, actually provides the
hi gh growth seed strains to the conpanies for these
vacci nes.

So for a pandemic, we can try to be as

prepared as possi bl e ahead of tinme and our
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coll eagues at CDC and NIH are al so participating in
this effort.

I won't go into this in detail because of
time, but we also provide reagents needed to
calibrate how nuch virus is in vaccine, et cetera,
to manufacturers, and we can prepare many of those
ahead of tine, again for representative strains.

It may turn out as a strain shifts or
drifts that we don't have the right thing, but
maybe we will.

I nentioned assay devel opnent. You heard
before that these vacci nes were devel oped nore than
50 years ago. Well, a lot of the technol ogies
i nvol ved in assays of antibody, assays of antigen,
wer e devel oped around then or not that recently,
and there hasn't been a lot of incentive to apply
what | woul d descri be as nodern technol ogies to
what is not a sinple problem

There are a nunber of very conpl ex
| aboratory problens here, but with sonme of the
support we've received, we're going to | ook at some

of these assays that are involved, both in
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manuf acturing and then in our ultinmate quality
control lot release of these vaccines to see if
they can be inproved or sped up

But the fact, as all of you have heard,
that even with these kinds of efforts, even with
i ncreasing the nunber of manufacturers, capacity of
vacci ne production is still very unlikely to be
adequate for w despread pandemic in the U S. and
certainly for gl obal needs.

Now anot her thing | want to point out, |
have a time line slide, but | didn't get it into
here, is that flu vacci ne manufacturing is not a
sinmple thing. You don't turn on a switch and then
you get flu vaccine a week or a nonth |ater.
Typically it takes even under a very rapid fire
process about a nonth to go froma virus isolate to
a strain, and this is with very heroic efforts,
that is qualified to be safe for manufacturing

And then you have to have the reagents, et
cetera, and then for the first vaccine to then cone
off the line and be tested as sterile, et cetera,

is something like a three nonth process, so even at
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the conpressed end, you're tal king about four
mont hs or so before, from when you get the virus,
you know, to having a vaccine in a vial

And then, of course, the capacity is such
that to make enough for the number of people, it
depends on the dose, but we're tal king many, nany
months to potentially years at the current |evels.

We al so have prelimnary data nmany of you
have heard about from H5 that suggests that very
hi gh doses of antigen may be needed and if that's
the case that's a huge problem So technologies to
spare antigen, to be able to use less in a dose,
need to be devel oped and eval uated now before a
pandeni c.

Now, I'Il just nmention where we are on a
couple of these. Wth adjuvants, this is generally
nonspecific stinulants of inmune response, sone
recent clinical results are prom sing, although
sone are sobering. There's reported--in the
newspaper only--there's one study saying that,
well, it took 30 microgranms which is tw ce the dose

of a single antigen in our normal flu vaccine.
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There's three antigens in our nornal flu
vacci ne, 15 micrograns each. Well, there's a
report in the newspaper study suggesting that with
30 micrograns and an adjuvant, you could get an
i mmune response, but that's not a huge difference
and it's still more than with a normal vacci ne.

There is a history, though, of also
negative studies with adjuvant in the past. So
adj uvants may increase the i mune response, and
anot her nice thing about themis in sone cases they
may i ncrease cross-protective antibodies. In other
words, not just the level of the antibody response
but the diversity of the antibody response.

But they may al so increase adverse events
for sone of the same reasons, although it's
important to say that many of our chil dhood
vacci nes are adjuvanted with alum and are extrenely
safe and well tolerated.

It does require changes in manufacturing
that really essentially nake a new product. W' ve
seen products where their stability is affected by

adding to an adjuvant, but again if this is a mnor
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addition on a known manufacturing process, we | ook
at that in a certain way.

We can use accel erated approval for
adj uvanted vaccines. A very inportant thing is
there are proof of concept studies going on in
various places and also being initiated by NI H
shortly, and if these are favorable, we really fee
that's great and let's do sone larger studies to
try to get these evaluated very quickly.

What about new delivery approaches?
There's linmted past data that suggests that
intradermal delivery mght reduce the amount of
vacci ne needed. A couple of pilot studies were
reported in the New Engl and Journal |ast year
However, | would al so caution they're also is a
study, for exanple, from about 30 years ago that
didn't show a benefit with flu vaccine.

So again that study is sort of in the can
through the NIH and we're waiting to see sone of
the data on that.

Again, fromthe FDA point of view, we see

this as pretty straightforward and we coul d
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evaluate this as a supplenent in the case of

| i censed vacci nes.

What about new technol ogi es? This egg

technol ogy--again, | didn't gointo it, but I'm

sure nost of you have heard, you know, basically

you use mllions of enbryonated |ive hens' eggs

every year and it's not a sterile environnent.

It

requires very interesting and anti que manufacturing

processes, many of whi ch have been updat ed

incidentally, but it's tremendously challenging.

In theory, there's the vulnerability

of

the flocks to an avian virus, although these flocks

are carefully isol ated.

So could this be grown in cell culture?

There's been a |lot of interest in this for severa

years. There's no reason it can't be. | nean
answer is it can be. However, there have been
issues with yield, economes of scale. | nean
is great at producing vaccine. W've |icensed
cell culture vaccines. W don't have specific

regul atory concerns.

t he

€gg

many

On the other hand, for those of you who
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know sone of the concerns that have been raised
historically, for exanple, about polio vaccine,
about vaccine safety in general, it's very
important that cell culture vaccines be well
characterized with respect to not having
adventitious infectious agents or carcinogenic
properties that might raise concerns about safety
or actually cause safety probl ens.

Several are in devel opnent. W' re having
a nunber of interactions to try to stinulate
pat hways forward here and nake it easier to do
this, and | think based on tine | won't go into
that in detail.

Now, | did want to mention--Dr. Epstein
rai sed a question about earlier inmunization, et
cetera, and this is sonething that |'ve been trying
to put on the table a lot. For a pandemic to be a
pandem c, a prerequisite is lack of popul ation
imunity so could we conceptualize preparedness in
a nore routine prevention node?

You know each year, as you heard, we

change strains. Could we additional strains
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t hrough routine vaccines? Could we consider naking
these vaccines if there's a true threat strain out
there avail abl e ahead of time. There's certainly
been thought to i mmuni zing high risk individuals
ahead of tine. Could this even be integrated into
our routine public health preparedness?

Now, | think if people |ook at the whole
i ssue of concern about adverse events with
vacci nes, concern about the Guillain-Barre syndrone
that was seen after the swine flu canpaign in 1976,
you realize this is a very conplex area. |It's also
an area that if you do this, it's a significant
investment in time and resources, but | think it's
a good tine for us in the public health comunity
to be discussing these issues.

They will be infornmed and it will be a
nmore intelligent discussion when we know what it
will take to inmmunize peopl e agai nst these pandenic
strains.

I mentioned swine flu and | think the
bl ood community is very cogni zant about

conmuni cation issues and | just wanted to--1 al ways
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make these points. W always want to |earn from
hi story. Conmuni cation about the benefits and
ri sks of what we do in health care and public
health are really inportant. That's a |esson from
the swi ne flu canpaign.

I think people did the right things.
There was a human-to-hunman transm ssion. They said
we need to get a vaccine ready. This had the
potential for a global pandemic. And some of this
is not the public health system The nedia and the
public have a role here to explain to people, well,
what really is the risk of a pandem c?

| often say in our country, there's sort
of two positions to the switch. |It's either on or
of f, you know. People either don't pay attention
to a problemor they're junping off bridges.

And it's a conplex part of human nature
and society that hasn't gotten easier. But | think
we need to nake it clear to people, especially in
the pre-pandenmic period that, you know, for
exanpl e, we don't know what the risk of a pandemnic

may be. W don't know till it happens what the
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risk of death may be. W don't know till it
happens to some degree what the efficacy of some of
the interventions may be, and it's inportant that
we keep being very open about the unknowns.

Anot her point where FDA cones in, | think,
is the public safety and concerns and expectations
are highly significant. They're also appropriate.
You know when you give things to healthy people,
it's appropriate to want to be sure that everything
is being done properly. In the case of swine flu,
this affected and coul d even derail a vaccination
pr ogr am

And as | mentioned before, vaccines are
i nportant, but confidence in a whol e nunber of
things that we take for granted in protecting our
peopl e's health, the government, the public health
system industry, are very inportant and on the
I'ine.

There's al so sone | essons fromwhen we try
to devel op products very quickly that we've
encountered in counterterrorismefforts to be

prepared for sonething of unknown risk in a very
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quick time period. And these include that vaccine
production is conplex and tine consuning and not
al ways predictable.

This is very hard for people to take,
especially people who are used to, you know, if you
produce an industrial object. | nean even there
I"msure those are challenges, but this is a
biologic, made in a living system usually.
Shortcuts seldomare. Less expensive often is not.

And then as | said, | think FDA and ot her
gl obal regulatory counterparts--it's not just sort
of being--we can help facilitate getting things
done right to the degree possible, but | think also
when you're in the throes of a high priority
national effort with high visibility, it is
i mportant to have sonebody who can both rapidly but
al so objectively step back and kind of do their job
to evaluate the products and what's going on, and
that does help in confidence, too, as well.

kay. And then |'mgoing to close just
sayi ng sonet hi ng about gl obal regulation and this

is not totally foreign to the blood community where
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you see a lot of diversity in global practices and
sonmetines it's not a huge deal, but when you're
dealing with certain public health crises and
chal | enges, or econonmic efficiencies, that can be a
probl em

So |'ve al ways thought that we should nove
in general in many areas towards gl obal regulatory
convergence. | say that rather than harnonization,
by the way, because--or nutual recognition--because
a first step is to converge in what you see as the
science and the scientific requirenents, and many
countries have different |egal systems and
regul atory constructs where their approval under
this law may be different from our approval under
anot her | aw.

But it should be possible to agree upon a
sci ence-based data set needed to assess potentia
pandem c vacci nes of various types. This could

make devel opnent faster and nore efficient, nmake

for global resource. It could help assure quality
globally. | think, you know, it can bring quality
up.
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In urgent situations, we could share sone
of our regulatory resources and know how, and
others could share with us. There are experts in
other parts of the world to work with us, and so
think this is desirable to try to help in this.

We' re producing, in essence, nany gui dances or
concept papers to try to explain our thinking in a
nunber of these product and nanufacturing areas.

We' ve al so convened with WHO and our
col l eagues in Health Canada and the European
regul ators are involved in this as well, plan for
two gl obal regulators neetings, the first to occur
in quarter one and the second in quarter two of
this year.

So just to summarize, you know, we've
really been working earnestly with a nunber of
partners to diversify and strengthen manufacturing.
There are scientific data needs for eval uating
antigen sparing approaches and non-egg based
technologies. | mentioned cell culture, but |
didn't mention reconbi nant technol ogies. They're

al so sonme very reconbi nant, promn sing reconbi nant
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vacci nes that are being eval uat ed.

Key studies that are still underway.

don't have an answer yet, but | think it's quite

promising. | don't think it should have to take

ten to 20 years

Advance preparation and inprovenment of

strains, reagents, and assays, as | nentioned.

It's kind of nundane. |It's not typical acadenic

research. Industry tends to do what they do and it

works, so | think it's an area where we can be

hel pf ul .

I nmentioned the issue of potential for

early intervention and regul atory convergence,

I"lI'l close with that. Thanks very mnuch.

CHAI RVAN BRACEY: Thank you, Dr. Goodman

Question from Karen Lipton

MS. LIPTON. Thanks, Jesse. That was very

interesting and I want to thank you. First, a
comment for your observations at the begi nning

about needing to balance. Really what we're

tal king about is a nmuch bigger problemthan perhaps

virema in blood, and I know as we've gotten into
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this--you're going to hear fromthe task force
| ater--but we think that sonme of our biggest
probl ens are going to be |ogistical issues related
to donors and the workforce rather than whether
there is an asynptomatic virem a period for this
i nfl uenza.

Two questions | have, though, that are a
little bit different. Is the linited nunber of
what "Il call adjuvants that are approved for
human use and sort of the proprietary nature of
sonme of those, has that proven to be a barrier to
the devel opnent of sone of the vaccines?

DR GOCDVAN:  Well, two things. You know,
one is because different adjuvants interact
differently with different vaccines, the approach
of regulators generally, in FDA in particular, has
been to eval uate each vaccine and the adjuvant in
the setting of the vaccine. So you don't need to
have an approved adjuvant, but you need to have an
approved vacci ne.

Now t hat said, the fact that sonething

|i ke al um has been used in hundreds of mllions of
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doses here and is not associated with known
significant problens gives you a certain confidence
in looking at a vaccine with that in it or a new
one.

There are several other prom sing
adj uvants. Alum has advantages in terns of safety,
i nnocuousness, but there are certain other
adj uvants that in both experinental aninmal and
human studi es may be nore potent or different in
their nmobdes of action and some of those are
proprietary.

In general, what we've seen in industry as
we' ve tal ked to them about pandemc is a
willingness if their proprietary adjuvant works out
to work with others, you know, to try to make--you
know, not to say, well--because it's recognized
that one conpany is not going to have capacity to
make enough vaccine in a pandem c.

So | think the Secretary and ot hers have
sort of encouraged people to be willing to share
these technologies if they work. So, now, you

know, but sharing, | mean this is a business issue,
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and those issues, | think, if we identify sonething
promising will need to be worked out.

Now, on the regulatory and public health
end, | will say that | would put the renmining
adjuvants that are not in any U S. |icensed
vacci nes--you nentioned there are a coupl e of
different kinds--there's one, for exanple, that's
used in sone European |licensed vacci nes where there
may be a | arge European experience that could help
i nf orm us.

There are others that are in earlier
st ages of devel opnent. So we | ook at each product
on the basis of the scientific information
avai l able. But there are some very pronising
things there.

One other thing | want to tell people
because it's an opportunity to proselytize is that
what you see with one pandenic strain may not be
the sane as what you see with another. These
viruses may different in how nuch of an inmune
response they induce, even in conpletely naive

i ndi vidual s, and then the other issue that the
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speakers nentioned before, for certain viruses
there have been cross-reactants. |In some cases,
not even the sane henagglutinin type, but cross-reacting
exposures in the popul ation 20 or 30 years
ago.

So, for exanple, during swine flu, and
shoul d nmention--1 nentioned how people did a | ot of
things right then--they did within a year sonething
like 20 controlled clinical trials of those
vacci nes before they were given to the Anerican
peopl e, and despite that, Quillain-Barre syndrone
wasn't noted in sonmething like 20 clinical trials.

But just to nmention that in the case of
swine flu, for exanple, unexpectedly, older adults
seenmed to have a nenory response to it despite no
evi dence of that virus having been around before
t hat .

M5. LIPTON: And just a quick question
about risk comunication because | think this is
really a critical issue for us when we deal with
vacci nes, and | guess | wonder is it your

perception that there has been a shift in people's
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vi ew towards vacci nes? W cane off of a pretty
negative period with people with experience with
DPT and not wanting their kids to get vacci nated,
and |I'mwondering if you, you know, if you were
nmonitoring that at FDA or thinking about, you know,
even a big public education program about vacci nes
or if you think things are just noving in that
di rection anyhow?

DR. GOCDMAN:  Yeah, well, that, you know,
we--you know, | would say that is nonitored. It's
nmostly CDC and the National Vaccine Program Ofice
which is this coordinating function in HHS that
| ook at that.

There is still--the way | would put it is
al t hough specific concerns have been raised, you
know, MVR and autism or nultiple sclerosis/
hepatitis B vaccine, and a nunmber of these things
have been studi ed and eval uated and found not to be
safety signals or concerns. So |I think sone
peopl e' s concerns have | essened, but there are
still people who are very concerned about

vacci nati on.
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There is a | arge anount of concern about
preservatives, particularly Thinmerosal, that used
to be in routinely adm nistered chil dhood vacci nes,
is no longer other than in some flu vaccine.

So | think we and others have taken a | ot
of steps to either investigate safety, possible
safety issues that people have raised or try to
prevent sone of those concerns, but there are stil
peopl e who, you know, are very nuch concerned about
vaccines, and | think this is still very high
profile.

There is, you know, it's a trenendous
thing if you think of a parent, particularly with a
young child, who has an unintended event, and then
you think of the nunmber of vaccines that people are
adm ni stered, there are circunstances where it
seens very clear to people that the vaccine nust
have caused a problem you know, when the
epi dem ol ogi ¢ or other data may not support that.

So it's a very conplex area and it
requires a lot of vigilance. The other whol e issue

there is that who has seen neasles or polio
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recently? So you have these people who don't
recogni ze the potential benefit because they're not
seei ng t he disease.

So | think we still have an inportant job
to do. Qur piece at FDA is making sure that these
are high quality vaccines, well nanufactured and
that the studies support their safety. | think
it's the public health systemwho then and the CDC
and others who have to nore deal with that
interface.

CHAI RVAN BRACEY: Question from Dr.

Bi r khof er--Ms. Birkhofer.

MS. BI RKHOFER: Thank you, M. Chairnman.
Dr. Goodnan, | appreciated your presentation. The
clarity of it was hel pful for ne. And also FDA' s
recognition of the inportance and appropri ateness
of collaboration with industry to assure that the
needs of the public health are met with regard to
vacci ne devel opnent .

I was wondering if you could expand upon
the internal processes or the criteria that the FDA

uses to lead to expedited review and if you could
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comment on the adequacy of resources within the
agency to nove rapidly to bring these vaccines to
mar ket ?

DR GOCDVAN:  Well, you know, | think we
live by our laws and regul ations and so that in
terns of the actual, you know, time franes for
approval s and actions, we follow those. Wen the
Secretary or the President of all of us in the
public health community identify something as a
particular, you know, this is an extrenely high
priority, then we tend to do sone of the kinds of
things that |1've tal ked about, you know, nore
meetings, you know, nore visits to sites if they're
appropri at e.

Al of this, as | nmentioned, is resource
intensive, and we want to also do it in an even-handed
manner where for the things of equa
i mportance, we're handling themin simlar ways.

So we try to be very scrupul ous about that.

The budget for--there was a suppl enental

appropriati on approved by the Congress and proposed

by the admi nistration, which does provide nore
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support for us, specifically in the area of
pandem c i nfluenza preparedness.

I think that will help. You have to train
and bring new people along, build new capacity. So
I think it's going to be a building process in this
area. W have been very challenged and we're stil
chal  enged in many other areas of our activities to
do what we can with the linited resources that we
have.

It's kind of |ike the conment made from
WHO, you know, we woul d never say we don't need
nmore resources, but, you know, things have been
quite tight, and | nention the not business as
usual thing. W have so nmany things now that are
not business as usual and, in particular, our
Center has all these sort of urgent public health
i ssues, you know, whether it's bioterrorismor the
safety of the bl ood supply or, you know, things
where we can't just say, oh, you know, go do a
study and conme back and talk to us next year

I think a lot of the FDA is living in that

worl d now. The expectations are very high and,
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frankly, what's exciting to nme is hel ping be part
of the solution to nmany of these problens, and it
is intensive and it requires collaboration

CHAI RVMAN BRACEY: In the interest of tine,
we'll take two nore questions and then we'll have
to nove on to Dr. Schwartz because he has an
appoi nt nent .

Dr. Bl oche.

DR. BLOCHE: This is nore of a coment
than a question, but | appreciate your thoughts and
reactions. The American peopl e expect their
vacci nes and nedications to be, quote-unquote,

"safe," but as you've pointed out, part of the

essence of this dilemma is that the risk is non-zero that a
vaccine is not entirely safe, and

politically el ected or appointed officials are in a

ki nd of awkward position here, to do--and | woul d

urge a shift in the paradigmfromrisk

communi cation to risk education--to do effective

ri sk educati on.

You have to tell people in advance that

what you're asking themto do is not entirely safe.
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And here a very low risk, but presumably bal anced
off by the potential benefits if this pandenic
devel oped.

So what are your thoughts and what are the
agency's thoughts about how you get proactive and
warn people so we don't repeat the swine flu
Quillain-Barre fiasco of 25, 30 years ago?

How do you get out proactively and warn
peopl e that, yeah, some bad things are going to
happen to people that wouldn't happen if you didn't
give this vaccine, but those bad things are
justified by the rmuch greater potential benefits?

DR GOCDVAN:  Well, | think, you know,
this is a huge, huge challenge and you can see it
even--well, it's very challenging for vaccine
that's given to a healthy person or for a bl ood
product that's often given to a healthy person or a
person with a chronic disease, et cetera. Look at
how even for therapeutic products that are given to
peopl e who are suffering acutely and want relief,
these kinds of risk bal ancing i ssues have been rea

chal | enges
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I honestly think the only way is honest
and cl ear communi cation of what you know and what
you don't know in | anguage that people can
understand and the scientific and public health
communities are not--that's not what we all do for
a living. Some people are better at it than
others, but, you know, | think we need to | ook at
how public conmunication is best done. | know CDC
is interested in this.

We're certainly interested in this.
totally agree with you. | don't think--you know,
the flip side is you don't want to say to peopl e,
wel |, you know, this--1 nean you want to express
the information as you know it. You want to nake
clear its deficiencies, that if you ve tested
sonething in a few thousand peopl e or maybe |ess,
as it goes broadly out into the popul ation, you nay
detect rare side effects and that things may occur
coincidentally that don't have anything to do with
t he product.

We need to communi cate those. On the

other hand, if we think sonething is a net benefit
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to people, you know, we need to express a public
heal th opi ni on, you know, that, you know -but this
is where it gets to |ike what happened with sw ne
flu. You could say, gee, well, let's say you had
an avian flu vaccine and we didn't know how -and an
epi dem ¢ had just started--you don't know how big
it is or you decide to use it for sone people
before that, | think you have to very transparent.

You know we don't know the risk of this
di sease to you, but, you know, here's what we know.If you
get it, this could be a serious disease, and
we know that that pandem c caused this, but, you
know, it could be that it doesn't cone or it could
be that the risk isn't as high as we think, and
then you' ve got to say and here's this vaccine or
drug or public health intervention

We think this will help for the follow ng
reasons. Here's what we know about its safety, but
as it's used in mllions of people, there are other
thi ngs whi ch coul d be observed, and treat people as
intelligent beings and answer their questions and

try to--let them help them nake inforned
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deci si ons.

But again | think that doesn't lend itself
to the way the Internet, the news cycle and the
culture is currently there. So | think we need to
| ook to, you know, how people do public
communi cati on effectively in other sectors. For
exanpl e, the private sector when they want to sel
things or--1 don't think we should be selling these
things, but it's nmore a matter of effective
communi cati on.

I think it's one of the biggest challenges
we face in this society right not, you know, and
just then--and there's a much bigger thing than
that, and that is the notion that you can contro
everything at all times, and that if anything ever
happens, it's sonething you shoul d have prevented
and sonebody is to blane. And in sone cases, on
the ot her hand, we have to be serious about
preventing harm whenever we can.

CHAI RVAN BRACEY: Last question. Dr.
Epst ei n.

DR EPSTEIN. Yes. Thank you, Jesse, and
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first 1'd like to echo Julie Birkhofer's coment of
appreciation for the clarity of your discussion of
the vaccine issue.

My question to you is whether you wi sh at
this point to venture any conmments on the core
questions for this commttee, which are about
prepar edness of the bl ood system addressing the
scientific uncertainties surrounding risk from
bl ood and efforts to inprove interfaces and
surveill ance

| realize that, you know, sort of
ant edates the general discussion of the comittee,
but you know you m ght have sone val uabl e thoughts

in this area

DR. GOCDMAN:.  Well, | think we do wel cone
the input. | think the paradigmof the task force,
the AABB Di saster Preparedness Task Force--1 don't

know whether it's a group of that to | ook at the
pandem c issue. Is it a subgroup of that or is it
a separate group? But | think the notion of the
peopl e who really are going to have to

operationalize having a working bl ood system both
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fromour end and the industry and public health and
CDC, et cetera, people working together to explore
these issues is the right approach.

I think this is--it's sort of a potential
di saster, and you know people who, if you read sone
of the literature about, you know, the 1918
epidemc, it's quite striking what the stresses on
a fairly non-compl ex health care system
agricultural system wll people have food; wll
they cone to work? |If you're caring for a sick
relative, will your bl ood bank worker or health
care worker cone to work?

And | think the group should | ook at sone
of the worse case scenarios even within FDA. W
have a group that's tal king about, well, how do we
do our core critical operations if you could have
huge absenteeismrates? And, you know, | would
| ook at some of these nodels, but |'ve heard things
like 30 percent and this and that.

And we saw with 9/11 issues about
availability of assays and di agnhostics that you

need to do efficient blood screening, and | think
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the blood community is much better prepared about a
| ot of these things than the broader health care
community or agricultural comrunities that are sort
of our life support systens.

So | think the blood community, | would
say, | know that CDC is working with hospitals and
heal th care systens, but the whole issue of, you
know, not only are you going to have to function,
but it's going to be to function at a | evel
exceedi ng your current surge capacity. So | think
this whol e issue of surge capacity, | think these
are very inmportant things, and what can we do to be
pr epar ed.

| don't want to totally blow off the
virem a issue. | think, you know, | think that's
worthy of consideration, but | think this is a, you
know, where | would go first.

CHAI RVAN BRACEY: Thank you, Dr. Goodman

DR. GOCDVMAN:  Thanks very nuch.

CHAI RVAN BRACEY: We'Il nove, then, on to
our | ast speaker for this nmorning or now this

afternoon, Dr. Benjam n Schwartz

file:/l/Z|/Storage/0105dhhs.txt (156 of 292) [1/10/06 3:02:55 PM]



file:/l1Z|/Storage/0105dhhs.txt

157

Dr. Schwartz is a senior science advisor
for the National Vaccine Program Ofice within the
Ofice of Public Health and Safety, Public Health
and Science for HHS. He's been primary author on a
number of papers. He serves in a nunber of
excel l ent and outstanding capacities in the world
of vacci ne devel opnent and anti m crobial therapy.

Thank you, Dr. Schwartz.

DR. SCHWARTZ: Yes, thank you, and because
I"mstanding in between you and lunch, I'mgoing to
try and go pretty quickly. Wiat |I'mgoing to talk
about in this presentation is the Health and Human
Servi ces Pandem c Plan and specifically vaccine and
antiviral drug targeting as is indicated in that
pl an but also in subsequent discussions in the
Department of Health and Human Services, as well as
at the Wiite House |evel, given that they're
devel opi ng the National Pandem c Plan right now

So just a brief chronology. | spoke
before this committee in May of |ast year
presenting what an influenza pandem c m ght | ook

i ke and what our preparedness activities were at
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that tinme.

Since May, there's been a lot that's gone
on. On Novenber 1, the president announced the
national strategy for pandem c influenza, and the
followi ng day the HHS Pandeni c | nfluenza Strategic
Plan was rel eased, and it's available on the
I nternet.

I n Decenber, there was a tabl etop exercise
that all of the cabinet secretaries participated
in, and | highlight that as inportant for two
reasons. One, it indicates the |evel of concern
t hat pandem c preparedness has raised within the
governnent and, secondly, because leading up to
that tabletop, all of the cabinet secretaries had
to think about a pandem c and make sone deci sions
and there was a |l ot of discussion within our
departnent about what sone of the pandenic response
activities would be.

And then ongoing, there's the devel opnent
of the National Strategic Plan as well as
departnental inplenmentation plans. So in this

presentation, what I'd like to do is begin with the
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assunptions on the spread and inpacts of a
pandenic, and | share these assunmptions for a
coupl e reasons.

One is because | think they're inportant
for us to understand what a pandenic night | ook
i ke, what the inpacts mght be on the bl ood donors
and on the blood community in general, but also
because those assunptions formthe basis for the
recomrendati ons included in the HHS and t he
Nati onal Pandeni c Pl ans.

Then I'mbriefly going to tal k about
pandem c vaccine and antiviral strategies and
conclude with a couple comments on next steps and
pl anni ng.

As we consider what the assunptions are
for our pandemic, | think it's inportant that we
first Iist what the caveats are in making these
assunptions. Although there have been ten
pandem cs that nay have occurred over the |last 300
years, really we only have substantial information
about the three pandem cs that occur during the

20t h century.
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So our experience with pandemics is
limted. 1In addition, each of those pandem cs has
been very different, so trying to generalize what a
pandem c will |ook |ike when our historical record
is three pandemics that differed greatly is very
difficult.

And finally, the inpacts that we're seeing
with the H5N1 infections in Asia right now are very
different fromwhat we've seen in past pandemics.

Now, the virus certainly may change. The
virul ence may be | ess than what we're seeing in
Asia right now, but I would like to highlight that
when | present these assunptions, they do not
include this spread of a virus that |ooks like the
current H5NI1.

Finally, extrapolations may be incorrect
because of changes in nmedical care and society, and
these changes include | ower hospitalization rates
than we' ve seen in the past century, inproved
medi cal care and the availability of antiviral
drugs, as well as increased conplexity of networks

and gl obal supply chains that are much nore likely

file:/l/Z|/Storage/0105dhhs.txt (160 of 292) [1/10/06 3:02:55 PM]



file:/l1Z|/Storage/0105dhhs.txt

161

to increase the infrastructure inpacts of a
pandem ¢ conpared with those that we've seen in the
past .

So what I'mgoing to do nowis to go
t hrough pandemi ¢ pl anni ng assunptions in three
different groups. The first of those being illness
and transni ssion.

We assune that the illness rate during the
next pandenmic in the initial wave will be about 30
percent, and it's interesting. Wen you |ook at
past pandenics, regardl ess of the virul ence,
whether it's 1918, which was a very severe
pandem c, or 1968 or '57, which were nuch |ess
severe, in each of those pandenics, the rate of
clinical illness was about 30 percent, with rates
of hospitalization and death varying with
virul ence

Transmi ssion in a pandemc will occur by
contact with respiratory secretions. It has done
so in each of the past pandenics as well as with
annual influenza. Because children have a hi gher

virus titre as well as a higher infection rate and
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closer contact with others, children play a | arge
role in transm ssion of pandenmc as well as annua
i nfl uenza.

Finally, we assune that the average period
between infection and illness will be about two
days with viral shedding and sone risk of
transm ssion during the last half day of this
asynptomatic period. This natural history of
seasonal influenza infection is shown schematically
on this slide.

So follow ng exposure and infection, there
is a two-day average incubation period during which
time one is totally asynptomatic. For the first
day and a half of that, the virus is latent. In
other words, it's not transm ssible, but for the
|l ast half day of this incubation period, one sheds
virus and can transnit infection to others.

After the two day period, about two-thirds
of those who are infected will be synptomatic and
at higher risk of transmitting infection, whereas
one third will remain asynptomatic, though stil

have the possibility of transmtting infection
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There are a nunber of inportant
inplications of this natural history of disease.
First, disease may be spread by asynptonmatically
i nfected persons. Secondly, given that there is a
two-day interval between infection until synptom
onset, nost of those who are asynptomatically
i nfected when they board a plane over in Europe or
Asi a or wherever the pandem ¢ night be coming from
will still be asynmptomatic when they get off the
ai rpl ane, neaning that screening of individuals for
fever or other synptons at entry into the United
States is not going to keep the pandem c out.

The second set of pandem c pl anni ng
assunptions involves the inpacts in conmunities and
wor kpl ace absenteeism W assunme that comunity
outbreaks will |ast about six to eight weeks, and
again this has been a consistent pattern in past
pandem cs regardl ess of the virulence of the
specific virus strain that has caused those
pandeni cs

At the peak of the outbreak, we assune

that workforce absenteei sm may be about 40 percent,
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and | have to admit this nunber is kind of squishy.
I't includes absences due to illness because of
caring for ill famly nenbers as well as fear of
becom ng infected at the workpl ace.

This peak rate of absenteeismw |l occur
wi thin the peak couple weeks of the outbreak and
certainly will be lower before and after that peak
Absenteeismrates are likely to be different based
on the severity of the pandemic. |In other words,
how many people stay out of work because they're
scared to go to work as well as the specific
occupati on.

And public health neasures such as cl osing
school s or snow days where peopl e are recomended
to stay home in order to decrease transm ssion of
di sease obviously will also have an inpact on
absent eei sm

This slide shows the age-specific illness
rates fromthe pandenmics in 1918 and 1957. 1918 is
shown in green. 1957 in nuddy yellow. And as you
can see, the rates of illness are greatest in

children, particularly school -age children, peaking
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at about 40 percent in those two pandem cs, and
then decreasi ng t hroughout adulthood anong the
wor ki ng age popul ation so that in 1918, anong
working adults, the attack rate of illness ranged
bet ween about 12 percent and 32 percent, and in
1957 between about ten percent and 20 percent.

Based on the numbers, from 1957 and 1968,
Martin Meltzer at CDC did sone nodeling, |ooking at
what work | oss mght be expected at the peak of a
pandem ¢ outbreak within a community. His nodeling
i ncluded work loss due to illness, hospitalization
and death as well as caring for ill fam |y nenbers,
but did not include estimtes for how many peopl e
m ght stay home from work because they're scared of
becomng ill, and in Martin's nodeling, he applied
| ow and high estimtes for the nunber of days off
wor k per epi sode.

The nodel suggested that in a pandem c
outbreak, in a conmunity, even using the nore
severe estimates, that only about ten percent of
peopl e woul d be of f work because of illness or

caring for an ill famly menber in a pandem c of
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simlar magnitude to 1957 or 1968. So that while
overal | sonmewhere between ten and 20 peopl e may
becone ill during the entire outbreak, at those two
peak weeks of the outbreak, Martin estimated only
ten percent would be out.

Now, there are a couple clear limtations
of this work loss nodel. First of all, it's
uncl ear exactly what the duration of work | oss
woul d be with pandenic illness. Inpacts are likely
to vary between comunities, industries and work
sites, and again Martin's estinates were based on a
| ess severe pandem c based on 1957 and ' 68 rat her
than the nore severe pandem ¢ of 1918

So that really the unknown here is how
many people will stay home from work because
they're scared of becomng ill? And our estimate
of 40 percent obviously includes a nultiplier of
several -fold of people staying home who are not
clinically sick.

The final set of pandem c assunptions that
I"d like to share have to do with seasonality and

di sease spread. W assune that the introduction of
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disease into the U S. will be at major travel hubs.
That is if the disease doesn't begin in the United
States. We assume that multiple areas will be
af fected sinultaneously--and |'Il show you data
from previ ous pandeni cs supporting that point--that
over one to two nonths the entire country will
beconme affected, and that di sease waves are nost
likely to occur in the fall, the winter, and
possi bly the spring.

This slide shows pandenic spread in
Sept enber and Cctober during the fall wave of the
1918 pandemic. And you can't read the caption
here, but basically it shows a period between m d- Sept enber
and early Cctober with the darker-shaded
areas having infection first.

So that you can see up in the Northeast
and California were a couple of the earliest sites
affected in the 1918 pandemc fall wave, but then
you can see that there are a nunber of spots around
the map of places that were infected early with the
entire country being involved in the pandenic

within about a nonth to a nonth and a hal f.
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This slide shows the nortality of pandenic
out breaks in three cities, in Boston, Washington
and San Francisco. And there are a couple points
worth highlighting on this slide. First, you can
see that the nortality peaks, the outbreaks in
these three cities, overlap substantially. So that
there isn't disease spread fromeast to west, west
to east, but rather nmultiple najor areas being
af fected simultaneously.

Second, you can see that the duration of
the outbreaks in these communities averages about
si x weeks, and then, third, you can see after that
tall peak occurring in Septenber and Cctober, that
there's a snaller peak of disease occurring in
January and that represents the winter wave of the
1918- 1919 pandemi c.

In 1957, the spread of pandem c di sease
across the U S. was a little bit different.
Pandem ¢ cases first occurred in Asia in the early
spring in February and March. Cases were first
introduced into the United States by returning

mlitary personnel with the first cases comng with
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a destroyer fleet that returned fromthe Far East
and docked in Newport, Rhode Island. Cases al so,
then, were introduced into nilitary bases on the
west coast, and this is in June and July of 1957

There was sone spread of disease in closed
communities and at specific gatherings |ike Boy
Scout janborees, but they were no conmunity
out breaks of disease until the middle of August.
The first conmunity outbreak occurred in Louisiana
when school s went back into session on August 12,
but still disease did not spread widely until a
fall peak occurred in Septenber and then peaking in
m d- Cct ober .

So |l essons fromthe spread of prior
pandem cs suggest that depending on the timng and
the season, that conmunity out breaks nay be del ayed
after the cases are first introduced as they were
in 1957.

There's no consistent pattern of spread
with urban areas likely to be affected first, and
national spread in one to two nonths, and many

areas will have sinultaneous outbreaks limting our
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ability to shift personnel and resources.

Wel |, given that background and given
these assunptions on pandem c influenza, we
devel oped the HHS Pandenmic Strategic Plan, and as
menti oned the National Plan also is being
devel oped, and 1'm going to highlight a number of
the issues associated with vaccine and antivira
drugs.

The HHS Pandenic Plan is centered around
doctrine and guiding principles. And so the
doctrine and guiding principles tell us what we
would Iike to achieve in terns of our pandenic
prepar edness and response, but then | ooking nore
specifically under this big unbrella, we have the
assunptions on the characteristics of a pandem c.
We have the key pandem ¢ response actions being
identified as well as our current pandenic response
capabilities, and when you conpare the actions and
the capabilities, you then identify gaps that need
to be addressed for an effective response, and so
what |'d like to do in the next fewslides is to

cover these key response actions, our current
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capabilities and to identify the gaps that exist.

Wth respect to pandem c influenza
vacci ne, the doctrine is to have sufficient vaccine
available for the entire population within a six-nonth
period. |If we assune that two doses of
vaccine will be needed to protect people, that
means we woul d need to produce 600 mllion doses of
vacci ne in six nonths.

Now, that far exceeds what we're able to
do currently. Recognizing that our current vaccine
supply is global supply with sonme of it produced in
Europe and sone in the United States, in a pandemnic
we assune that only U S. -based production would be
available to us, and currently there is a single
U. S. -based manufacturer. For that manufacturer as
well as for others, it may take four to six nmonths
for production of the first vacci ne doses, and the
capacity of this manufacturer depends on the anount
of antigen required in each vacci ne dose as well as
the nunber of doses needed for protection, and ||
present sone assunptions about nuch vacci ne night

be avail abl e recogni zing that these are only

file:/l/Z|/Storage/0105dhhs.txt (171 of 292) [1/10/06 3:02:55 PM]



file:/l1Z|/Storage/0105dhhs.txt

172
assunptions, and that the antigen content per dose
really is the key vari abl e.

HHS is supporting cell-based production
and is | ooking to expand nmanufacture and production
of licensed influenza vaccine in the United States,
but licensure of new vacci nes and devel opnent of
new facilities will take at least five years to
acconpl i sh.

The National Institutes of Health has
conpleted a clinical trial of H5NL vaccine, and the
results of that trial suggest that two doses of 90
m crograms per dose may be needed of this vaccine
to achi eve good protection

Based on the current U.S. production
capacity, this means that we coul d protect about
1.7 mllion people per nonth of vacci ne production,
or less than one percent of the popul ati on per
nmont h.

The manufacturer is expecting to al nost
doubl e their capacity over the next year, but even
then we would only be able to protect slightly nore

than one percent of the U S. population with each
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mont h of vacci ne producti on.

Now, Jesse has nentioned these antigen
sparing strategi es where with adjuvants or with
intradernmal injection, you may be able to get a
good i mrune response with | ess vaccine antigen
But even if we were optimstic and thought that
intradermal injection of a tenth of a m| would be
simlar in inmmnogenecity to half a nmil introduced
intramuscularly, we would still be able to protect
fewer than three percent of the popul ation per
month, only about a third of Anmericans in an entire
year of vaccination.

And this clearly highlights the gap that
exists in order for us to reach our doctrine, and
the need to establish priority groups for these
first vaccine doses that cone off the production
I'i ne.

HHS is al so stockpiling what we call pre-pandem c
vaccine and this is vacci ne agai nst
potential pandemic strains with a target of having
20 million doses or the ability to protect 20

mllion people against strains that may result in a
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pandem ¢

Currently, there's a stockpile of H5N1
vacci ne directed against a 2004 Vietnam i sol ate
that will be sufficient to protect 5.7 million
civilians and 1.8 nmillion mlitary personnel with
delivery of sone of this vaccine in February of
this year. But because production is limted to
t hose periods between annual production camnpaigns,
the ability of manufacturers to nake this vaccine
for us also is limted.

In July of this year, the two advisory
committees, the Advisory Conmittee on | munization
Practices and the National Vaccine Advisory
Conmittee issued recommendations on priority groups
for vaccine and antiviral drugs, and these
recomendations are included as an appendix to the
HHS Pandenic Plan, and again are on the Wb site
that | showed you earlier.

For vaccine, there are four different
tiers that have been defined as priorities for
vacci nation. Tier one includes essential health

care workers and personnel at vaccine and antivira
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manuf acturing facilities, those who are at highest
ri sk of severe influenza di sease, househol d
contacts of those who cannot be protected with
active i muni zation, as well as key governnent
| eaders and pandem ¢ responders.

QO her tiers you can see below. Tier two,
other high risk people and critical infrastructure
groups. Tier three--1 don't know why they did this
combi nation--but it's health decision-nmakers and
nortuary personnel

[ Laught er.]

DR. SCHWARTZ: | don't knowif it's a
comment on the decision-makers. And then finally,
heal t hy people who don't fall within other groups.
So these were the recomendations that are |isted
in the Pandem c Pl an.

However, in the thinking that led up to
the cabinet tabletop exercise, Secretary Leavitt,
who is really personally involved in pandem c
pl anni ng and preparedness, enunciated severa
principles that he thinks are inportant as we

consi der vacci nati on.
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So Secretary Leavitt believes that
pandem ¢ vacci ne and pre-pandem ¢ vacci ne shoul d be
targeted in order to preserve national security, to
preserve constitutional governnent, as well as to
preserve critical infrastructures, with states
maki ng the deci sions on specific priority groups.

A potential allocation schenme that he has
suggested is to take about five percent of the
vacci ne that we have avail able to preserve
constitutional government, another five percent to
support federal health care providers such as the
VA, the Indian Health Service and the Bureau of
Prisons with the remmi nder being allocated pro rata
to the states

The National Plan, which is being
devel oped under the auspices of the Honel and
Security Council adds to the discussion of vaccine
priorities by suggesting a couple pivot points for
vaccine priority groups. And that is suggesting
that the priority groups for pandem c vaccination
woul d depend both on pandem c severity as well as

on the avail abl e vacci ne supply.
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So if you look at the situation with
relatively | ow vaccine supply, in a very severe
pandem c, that supply should be targeted toward
critical infrastructure, which w thout vaccination
nm ght col | apse.

However, in a | ess severe pandenm c where
the threat to critical infrastructure may be | ess,
a linmted vaccine supply night be targeted to those
who are at high risk for death or for severe
illness, and then if supply is greater, you can
obvi ously expand the number of groups that you
m ght target for vaccination

Now, what about the blood community? In
the ACI P and NVAC di scussions, bl ood center
personnel were included as a priority group. They
don't appear explicitly in the docunent, but were
certainly | ooked at as a critical infrastructure.
However, other groups that have been di scussed by
this commttee that Jerry asked ne about in
preparing this presentation such as platelet or
stemcell donors were not discussed as part of that

process.
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In terms of the HHS and nationa
di scussi ons, those have been |argely focused on
principles, but no specific target groups have been
identified, so that is the current situation with
targeting for vaccines.

Wth respect to pandem c antiviral drugs,
the doctrine in the HHS plan is that there should
be sufficient antiviral drugs in a stockpile for 25
percent of the popul ation as well as sone courses
avai |l abl e for contai nnent overseas as well as
out break control for the first U S. cases

Translating the 25 percent into an actua
number neans 75 million treatnment courses with
about six million being proposed for containnment
and out break control

Qur current assets in the Strategic
Nati onal Stockpile include about 4.4 million
courses of neuram nidase inhibitor primarily
oseltamvir, or Tam flu, but also some zanamvir,
or Relenza. |In addition, the mlitary and the VA
bot h have their own stockpiles.

For oseltamvir, there are approxi nately
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two mllion courses at pharmaci es and at the
manuf acturer and distributors before the influenza
season as well as a U.S.-based supply chain with a
production capacity of about 1.5 mllion courses
per nonth.

The proposed strategy for expanding the
stockpile is for HHS to purchase a total of about
50 million courses with states purchasing the
remaining 31 mllion courses with sone federa
mat chi ng funds to sweeten the pot for them

And what 1'd |like to enphasi ze here is not
the specific nunbers because |'m sure those are
still being discussed, but rather the idea of a
federal and state partnership so that sonme states
actually may have nore antiviral drugs avail abl e
whereas states that may decide not to purchase
their share would have |less antiviral drugs
avail able in a pandenic.

The National Vaccine Advisory Commttee
went through the sane process with antiviral drugs
as with vaccines and has recommended priority

groups and strategies, and they're shown on this
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slide, and again, they're also in the docunent on
the Wb site.

The recomended groups are listed here in
priority order and begin with patients who are
admtted to hospital and include then both patient
groups as well as infrastructure groups. The
strategy that is primarily recommended is a
treatnment strategy which is far nore efficient in
terns of the anmpbunt of drug that's used than a
prophyl actic strategy and nodel i ng suggests
prevents far nore deaths than could be prevented
with prophylaxis given a linmted drug supply.

As was done with vaccine, Secretary
Leavitt enunciated a nunber of principles with
respect to antiviral drug use and allocation, and
they include use of antivirals to help contain an
initial outbreak and delay the spread of disease if
it's feasible, to reserve the drugs for treatnent
rat her than prophylaxis, and for state deci sion-maki ng on
targeting.

The proposed all ocation includes five

percent to contain an initial outbreak, five to ten
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percent to slow the spread of disease within the
U.S., and the sane five percent to preserve
constitutional government and five percent for
federal health care providers with the other 80
percent or so going to the states.

Wth respect to the blood supply and the
bl ood community, the NVAC di scussions again
i ncluded bl ood center personnel as a priority
group, but other groups were not discussed, and the
HHS, the national discussions focused on principles
but don't identify specific target groups.

So in conclusion, | would suggest that the
HHS doctrine for both pandem c vacci ne and
antiviral drugs, once the doctrine is net, once the
supply goals are net will certainly mnimze the
need for targeting and for designating priority
groups.

However, there is a significant gap that
for vaccines will likely remain for nore than five
years, and for antiviral drugs, we expect that the
stockpil e purchases will be conpleted in 2007 so

we' |l have a gap for a couple of years with respect
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to antivirals.

The specificity of federal and HHS
gui dance on priority groups is really unclear. And
as |'ve suggested, at the HHS and the nationa
| evel, the focus is primarily on principles with a
lot of latitude for state decision-making.

So that | think integrating the bl ood
community into discussions both at national as well
as state levels, where the decisions ultimtely may
be made, would be particularly inportant.

Thank you.

CHAI RVAN BRACEY: Thank you, Dr. Schwartz
Question from M. Birkhofer

MS. Bl RKHOFER:  Thank you, M. Chairnan.
Dr. Schwartz, | have two points I'd |like to hear
your comments on. The first part of your
presentation was, | think, learning fromthe past,
and | agree, we can learn a lot fromthe past and
fromhistory, the overview of the 1918 and the 1957
outbreak, and | noted with interest your focus on
school s when children returned in August to schools

in 1957. | notice also your focus on work loss in
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adults, and you know nore adults may stay at hone,
but how much focus is there on children with regard
to education and prioritization for vaccine?

So that's ny first point. [|'d like to
hear a little nore discussion on children as a
vul nerabl e popul ati on.

And then secondly, when you tal ked about
the targeting for vaccines, the ACIP and the NVAC
recomendati on of the blood center personnel as a
priority, I would ask that included in your
di scussions that the prioritization of plasma
collection facility workers as well as plasma
fractionation facility enpl oyees be on your radar
screen.

Clearly, those personnel in the collection
centers and the fractionation facilities serve a
val uabl e public health role in terns of their
production of life-saving therapies. So we are
wor ki ng--the plasma industry is working with the
AABB committee, Disaster Planning Committee, and
woul d just ask that in addition to the popul ati ons

you described, stemcell, et cetera, that you take
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into consideration the inportance of the plasm
collection facilities and fractionation

DR. SCHWARTZ: Geat. Let me respond to
those two points. First, with respect to
vacci nating children, there's a |lot of nodeling,
mat hemat i cal nodeling, as well as sone clinica
trials, that suggest that vaccinating kids wll
prevent disease in adults by decreasing
transm ssion of infection

And | think that that likely is true. The
problemin a pandenic is that given the very
limted supply of vaccines, we really don't know
how many children woul d need to be vaccinated in
order to really observe this indirect effect and we
have such pressing needs in terns of protecting our
critical infrastructure that | think the vaccine
inalimted supply situation would be targeted
directly to those who woul d support that critica
infrastructure, nmmintain security and
constitutional government.

Whereas, in a situation where there is a

| ot of vaccine, perhaps the one where this doctrine
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is met and we can vacci nate everybody within six
mont hs, children woul d be higher on the priority
list.

Wth respect to plasma and pl atel et
donation and all of the other things that enconpass
what | might call the blood community, and | do
express ignorance in what the best termnology to
use is, | think that what would really be inportant
is for your committee to comunicate directly with
Secretary Leavitt and with the folks as high in the
departnent as you're able to speak with. Dr.
Agwunobi, the Assistant Secretary, | think would be
a good focal point to represent your interests
wi thin the departnent.

But | think it's also really inportant
that you work at state levels and that you
participate on the groups that are devel opi ng
pandem c plans at the state | evel because, as
i ndicated, there's going to be sone federa
gui dance but a lot of latitude for the states to
make the designation of priority groups at that

| evel
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And so | knowit's a lot harder to work in
50 states than with one national governnent, but |
think that work woul d be well served.

CHAI RVAN BRACEY: Dr. Roseff.

DR. RCSEFF: | have a question about the
distribution of Tamflu and antivirals. W had
sone of our readings before the neeting about the
drugs not being allocated properly and consuners
asking for it and stockpiling it thenselves. Are
there currently nechanisns in place to nonitor that
or will there be if there's a need for the drug
considering the anpunt that's avail abl e?

DR SCHWARTZ: Yeah, before this influenza
season, individuals and organi zati ons were
basically purchasing all the Tam flu that was
avai |l abl e, and there was a | ot of concern about
their not being drug | eft for people who becane ill
and really needed the therapy this influenza
season.

So for that reason, the manufacturer
actually stopped distributing Tamflu to make sure

that supply was avail able for patients who becane
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sick this year.

We certainly understand that people want
to have a personal hone stockpile. There are a
nunber of risks with doing so. The drug certainly
may not be stored properly. |t may becone
outdated. It nay not be potent at the time a
pandem ¢ occurs, and certainly it may lead to mail
distribution of drug that's avail abl e.

So | think our focus is, first of all, to
assure that we have the ability to fill up the
national stockpile and that states take seriously
their duty and obligation if you will to
participate in that stockpiling activity, and then
we need to conmmuni cate and educate the public about
what the risk is and how we think that people can
reduce their own risk of devel oping influenza in
ways ot her having sonme Tanmiflu in their nedicine
cabi net .

CHAI RVAN BRACEY: Question. In terns of
the broad termcritical infrastructure, | would
assune that the vision currently is that the bl ood

industry is not viewed as a conponent of the
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critical infrastructure in the eyes of HHS
currently; is that right?

DR. SCHWARTZ: Well, you know, | talked at
this commttee in May, and | went back to the ACIP
and to NVAC and said here is a group that really is
a critical infrastructure and that nmay not be
included in a health care worker priority group
because, you know, many bl ood center donation staff
are not considered health care workers, and | think
they took that to heart and said this was included
in the discussions |eading up to recommendations in
July of |ast year.

And so the bl ood conmunity is considered
to be a critical infrastructure, but there is not a
|l ot of specifics in terns of what that designation
means, and that's why | think that the active
i nvol venent of this committee in the decision-naking process
at HHS nationally and in the states
wi |l be useful

CHAI RVAN BRACEY: Dr. Katz

DR. KATZ: Dr. Louie Katz, M ssissipp

Val | ey Regional Blood Center. [|'minvolved in
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statewi de i nfluenza pandenic planning, and | want
to enphasize to the committee--1 think you already
understand this--that at the |level of each state,
the planning processes are in different stages of
maturity and the nedical and political and other
consi derations, the relative pressures in various
jurisdictions are enornously different.

And for the blood comunity in an
i ndividual state to raise the blood community's
priority to that of critical infrastructure is
going to be highly variable, and | think it is
absolutely necessary that this comrmittee make it
clear at the level of the Feds that we are, so that
the argument doesn't have to occur, so that the
bl ood community can sit at the table and be
recogni zed as part of critical infrastructure and
that part of it will be taken care of.

O herwise, | found it a very difficult
sell to ny state health departnent as an individua
from a little blood center out in the mddle of
nowher e.

CHAI RVMAN BRACEY: Thank you. Dr. Sandler
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Dr. Sayers. Sorry.

DR SAYERS: Thanks. Do you know if there
are any major differences in the public health
strategies here and in Canada towards this threat?

DR. SCHWARTZ: There are not significant
differences. W've worked with the Canadians in
devel opi ng their recomendati ons and vice versa,
and our strategies |ook very sinmlar.

The strategi es of other industrialized
countries such as the UK and France also tend to be
pretty simlar.

CHAI RVMAN BRACEY: Thank you for a very
informative presentation. Two nore questions.
Sorry. Dr. Wng.

DR. WONG G ven the vacci ne devel opnent
that tinme and the stockpiling supply, is there a
gradual sort of priority list for saying using
amant adi ne for regular flu, saving Tamflu for
possi bl e pandem cs and Rel enza for Z-strains?

DR SCHWARTZ: Anmmntadi ne and ri mant adi ne,
which are in the sane cl ass of drugs, when used for

t herapy, induced resistance pretty rapidly, and so
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I think probably the best course in using those
agents is to use themprinmarily for prophylaxis,
for exanpl e, anmong nursing hone personnel, and they
are used widely in that setting.

In a pandenic, we believe that it's likely
that strains would be amantadi ne and ri mant adi ne
resistant such as the H5 strain in Southeast Asia
is. And so | don't think we can rely on those
drugs in a pandem c.

However, there have been some who have
suggested that if the isolate is susceptible to the
adamant anes that their use as part of conbination
therapy with the neuram ni dase inhibitors may be
useful to decrease the devel opnent of neuram ni dase
i nhibitor resistance, and so there is still a |ot
of discussion on what the best use of those drugs
m ght be.

CHAI RVAN BRACEY: Conmander Li bby.

CDR LIBBY: In your experience with the
vacci ne devel opnent technol ogies, would this
vacci ne always be injectable vis being an oral

vacci ne? |'mtal king about donor deferrals. Would
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there be any tinme in the future that the vaccine
could be in apill or a FluMst and be a live
vaccine at all or--

DR SCHWARTZ: Well, we do have the
licensed live attenuated vaccine FluMst that is
manuf act ured by one conpany. The primary focus of
the conpani es that are maki ng egg-based as well as
cell-culture based vaccine is on the inactivated
vacci ne.

So, you know, | think the Iive vaccine
concept has proven to be successful with the
licensure of this product, but, you know, mnpst of
the industry is still thinking of the inactivated
products.

CHAI RVMAN BRACEY: Thank you. One | ast
question. Dr. Angel beck

DR. ANGELBECK: G ven that we have a five-year gap
in the vaccine--

DR SCHWARTZ: At |east.

DR. ANGELBECK: At |east.

DR. ANGELBECK: --a two year gap, at

least, in the antiviral, that |eaves us, it seens
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to nme with only one strategy which is contai nnent.

DR. SCHWARTZ: Hope. That's the second
strategy. |'msorry.

DR ANGELBECK: Well, hope and luck. Aml
correct?

DR SCHWARTZ: Well, let me tal k about
containment if that's where you're going with this.

DR. ANGELBECK: Yes.

DR. SCHWARTZ: And, you know, we've worked
with mathenatical nodelers to |ook at whether a
pandeni ¢ coul d be contained, and so what they did
was model ed an initial outbreak occurring in rura
Thai | and and asked the question how likely is it
that contai nnent woul d be successful and what woul d
we need to do to succeed?

The nodel suggests that if we identify the
outbreak, if we identify person-to-person
transm ssion wi thin about three weeks of when it
first occurs, if we can respond effectively by
i dentifying cases, by coming in with antivira
drugs and treating cases and giving geographic

prophyl axi s, you know, picking five or then
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kil oneters around the cases and just giving
everybody antiviral drugs, and if we can isolate
and quarantine and increase social distance by
cl osi ng schools and workpl aces, we have a high
probability that we could stanp out the spark and
prevent a pandenic.

But there are a lot of if's. | nmean if we
can identify it early, if we can respond
effectively, and so | think there's a lot of
interest on the part of our governnent in
contributing as part of a containnent effort that
woul d be led by the Wrld Health Organi zati on, but
whet her it works or not depends on a nunber of
critical variables.

DR. HOLMBERG  Just one additiona
comment. What are we doing as far as educati on,
especially at the state public health level for
hygi ene, just the fact of handwashi ng?

DR SCHWARTZ: Yeah, and the neasures that
i ndividual s can take to protect thenselves |ike
personal hygiene are inportant. Mask use by the

public is sonething that has been di scussed
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recently, so that if you talk about the neasures
that m ght be taken, you have individual neasures
and al so comunity neasures |ike school closing,
snow days, et cetera, and all of that is being
di scussed and nodel ed as possi bl e.

CHAI RVAN BRACEY: We said we woul d have
one last, but Dr. Bloche, you are the ultimte

DR BLOCHE: 1'Il be brief. |If thereis a
focal outbreak, say in Southeast Asia, of human-to-human,
are there the | egal mechanisns in place and
is there the political will to quickly nove our
scarce vaccine and Tam flu resources to that point
to try to do contai nnment?

DR SCHWARTZ: Yes. 1'll answer a little
|l ess briefly. The Wrld Health Organization has a
stockpile of Tamflu. |It's a vendor-nmanaged
i nventory and when their stockpile is conplete, it
will include about three million treatment courses
whi ch the nodel ers suggest would be sufficient to
contain an out break.

In addition, the Secretary, Secretary

Leavitt, has indicated that he would commit five
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percent of our stockpile for use as part of a
contai nment strategy and he has suggested that that
m ght be forward-depl oyed to Guam where it could
easily get to Southeast Asia in a very short period
of tine.

DR. BLOCHE: Is that five percent enough
based on these nodel s?

DR SCHWARTZ: In addition to what WHO has
available, | think it is, and what other
industrialized countries mght contribute.

CHAI RVAN BRACEY: Thank you, Dr. Schwartz
We' |l --actually Dr. Goodnan, a burning question,
see.

DR GOCDMAN:  No, this is a comment.

CHAI RVAN BRACEY: O a conmment.

DR GOCDMAN:  Since | have to run off at
lunch. But just one conment. | have to say |
think Ben's projection of five years for a vaccine
is reasonable, but, you know, we're proceeding
hopefully a little nore, proceedi ng very
aggressively, and so we can't rely on anyt hing,

think, but, you know, |I'm hopeful that if, for

file:/l/Z|/Storage/0105dhhs.txt (196 of 292) [1/10/06 3:02:56 PM]



file:/l1Z|/Storage/0105dhhs.txt

197
exanpl e, of a particular adjuvant strategy works,
sone of the cell culture vaccines are in fairly
advanced devel opnent .

So | think given the resources the
governnent is investing and the way we're going to
| ook at these things, there is hope for something
in that area before then, but | think in terms of
the time frame for public thinking and expectation,
that's reasonabl e.

The other thing, and I'"monly saying this
because it was raised, | think, in one of the
earlier questions before Ben's talk or maybe in
Jerry's commentaries, but very inportant to know
that there are a | ot of unknowns about the efficacy
of both vaccines and antivirals in a pandemc. The
pandem c strains, for exanple, may drift enough
fromthe vaccines that we produce in the pre-pandem c that
protection may be partial or absent,
and that's one of the problens with that strategy.

And then with the antivirals, it's very,
very inportant to remenber this isn't penicillin

for, you know, strep throat, that, you know, really
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the benefits even in annual influenza are in terns
of a slight reduction in severity and days of
illness.

So, again, in our education of ourselves
and our strategies, it's inportant that while they
are highly effective in prophylaxis for sensitive
strains, their effect in treatnent is incremental
And we don't know again with a pandenic strain,
what that will actually pan out to be.

DR SCHWARTZ: | certainly agree, Jesse
I think there energing data with antiviral drugs
that they have an inpact on |l ower respiratory
i nfections, hospitalization, and even nortality in
hi gh ri sk popul ations, and these are, you know,
com ng out through netanal yses and through
epi dem ol ogi cal studi es.

But certainly we need to be cautious on
what we predict the inpact mght be.

CHAI RVAN BRACEY: Thank you, Dr. Schwartz
W'l take a one-hour break and reconvene at ten
m nutes after two.

[ Wher eupon, at 1:10 p.m, the Advisory
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Conmittee recessed, to reconvene at 2:15 p.m, this

sanme day. ]
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AFTERNOON SESSI ON
[2:15 p.m]

CHAI RVAN BRACEY: Good afternoon. W will
resune the presentations. Qur next presenter will
be Marc Wl fson, and here we are. M. Mirc Wl fson
has been a public affairs officer for 26 of this 31
years with the federal governnent. Looking at his
list of interactions, they've been extensive,

i ncl udi ng communi cati ons of Exxon-Valdez oil spill,
Haitian mgrant crisis. |t goes on and on

i ncludi ng some experience with hurricanes, Cklahoma
City bonbing, et cetera.

He will speak to us today on risk
communi cation in an influenza pandenic, sonething
that we' ve tal ked about.

Thank you.

MR. WOLFSON: CGood afternoon, |adies and
gentlenen. It's a pleasure to be here, and let's
get started. You've been focusing on the pandenic
influenza all day and to set the stage for the
communi cati ons end of things, taking a | ook at some

of the things that we would be faced with in trying
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to manage an i nfluenza pandenmic. O course, sone
of the key elenents involved initially are
surveillance activities, noving right into dealing
with the quarantine and isolation issues.

O course, there will also be some
soci etal interventions that may be necessary such
as closing schools or social distancing, linmting
| arge soci al gatherings.

And then, of course, as sonme of the
earlier presenters discussed, the issues of
vacci nes and antivirals. One of the npbst inportant
things in the conmmunications world to think about
is the fact that we're dealing with a situation
which is basically imune to political boundaries,
and a response to a pandenic outbreak is going to
rely a ot on how successful we are in
communi cating, and we're not dealing with sonething
that knows boundaries and therefore we are for the
first tinme actually working with our colleagues in
WHO on commruni cati on strategies, on an
i nternational |evel

Last nonth sone of ny coll eagues from HHS
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and CDC nmet with their counterparts in Geneva from
a nunber of countries to begin for the first tine
ever planning comuni cation strategies on an
international |evel on how we woul d deal with an
i nfl uenza pandeni c.

O course, one of the big differences
bet ween the now fanmpbus Spani sh influenza out break
of 1918, which has been reported on w dely and used
as an exanple, in today's world, we live in a 24-hour news
cycle. W can't just say at the end of
the workday, it's over until tonorrow norning. The
news keeps flowing. OCNN and Fox and the other 24-hour news
stations continue broadcasting.

The I nternet keeps operating. W have
bl oggers out there. W have podcasts going on, so
it just never stops, and the voraci ousness for
information, especially in a situation like this,
is going to be absolutely huge.

Today, just in today's newspaper, you read
about the nobst recent death reported in Turkey. A
young boy in Turkey died, and we know about it here

in Washington within hours of a confirmation of the
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death, so that's the kind of situation we're
deal ing with.

Secretary Leavitt has taken the forefront
on our conmunications with this, and you nmay have
heard himsay this, and | think it's very
important. One of our key goals is to informthe
public without inflam ng them People have a right
to know what's going on. They need to know what
the truth is so that they can make i nformnmed
decisions to protect both thenselves and their
| oved ones.

Now, you've probably already gone over
this particular part of ny presentation so | won't
linger on this too long, but WHO has set up a
series of phases dealing with pandem cs with the
phase one and phase two being where there are no
new strains, and we don't really have a threat
goi ng on.

Then we nove into the pandem c al ert
period in phase three which is where nost experts
think that is where we're at right now, is phase

three, where human infections with a new subtype,
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but there is no human-to-human spread or at nost
rare instances of spread as a result of close
cont act .

We may be starting to approach phase four,
but I'lIl leave that to ny coll eagues who are nore
expert on that area.

O course, phase six is when we actually
are in a pandem c, and then we nove back into the
post - pandeni ¢ period once it's over.

| think of nmpst concern for all of us in
the communi cations arena is when we find oursel ves
movi ng from phase four to phase five, and what |
mean by that is phase four is when you have human-to- human
transmission in a localized area and phase
five is when those localized areas begin to grow,
and when that happens, the tactic that's been nobst
di scussed anmong the experts is trying to |localize
the containnent, trying to cut it off there, you
know, like if you think of it as awild fire where
you're trying to hold it from spreading further

O course, the news nedia, they report on

one or two deaths in Turkey. You can inagi ne what
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woul d happen if this thing starts to spread a
little further. The nmedia has been sensitized to
the word "pandem c" so they are i medi ately going
to start saying the pandem c is comi ng, the
pandem c is coming, and there will be an
overwhel mi ng need for subject nmatter experts who
can appear on television and be interviewed by
reporters, and if the news nedia can't get their
experts fromthe government, from CDC, or fromNH
or any of our other sources, you know very wel |
that there are plenty of sources out there that
they will go to to have people speak on the issue.

Qur comuni cations objectives, as this
begins to spread, of course, nunber one, we want to
communi cate the seriousness of human-to-human
transm ssion and start to prepare the U S. public
for the possibility that the virus night indeed
spread to the United States.

We need to start talking to them about the
tradeoffs involved in sharing sone of our
stockpiled antivirals and possibly vaccines in

order to hold it where it is rather than having it
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spr ead.

And, of course, we're going to have to
manage expectations. The likely success of
contai nment overseas is pretty sketchy, so we need
peopl e to understand that even if we do use sone of
our antiviral stockpile overseas, that doesn't
guarantee that it's going to stop the spread.

And, of course, all along we're going to
be devel oping and cl arifying both our visual and
our spoken nessages, identifying who our key
spokespersons are, who we feel are well-spoken and
the public grows to trust so that we have people
that we can use.

It's very inportant in our planning for
communi cations that we realize and that, of course,
you realize, you understand that we're not just
dealing with the news nedia, that there are a
nunber of special audi ences out there that have
i mportant information need.

Al'l of you in the health care comunity
have special information needs and your communities

turn to you as experts so it's very inportant for

file:/l/Z|/Storage/0105dhhs.txt (206 of 292) [1/10/06 3:02:56 PM]



file:/l1Z|/Storage/0105dhhs.txt

207
all of us at the federal level to nake sure that
that information gets to you in a way that you can
use it quickly and easily, and the energency
conmuni cati ons plans that we have at HHS and CDC
actually break us into teans where we have teans
that are developing information for all of these
specific target audi ences.

Sone of the key nessages that we woul d be
trying to inpart during this particular phase woul d
be, nunber one, nmking sure that people understand
at this point we have not found the virus in the
United States yet; that we're working very closely
with the WHO and our other international partners
to try and contain this where it has begun; and
again the Anerican public needs to get used to the
idea that this is an international effort, that
this is not just the United States, that we're
working with the WHO and our internationa
partners.

They need to understand what donestic
surveillance is and what we're doing to watch out

for the spread of it in the United States, how
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we' re nonitoring passengers conming in from outside
the U.S., and what particul ar preparedness efforts
that we are undertaking, and what people can do for
preparing for the possible spread.

So how do we do that? Well, one of the
key tools that we use now in risk comruni cations is
what we call nessage maps. And what nessage naps
are, they're a risk communications tool that's used
to hel p organi ze conplex information |ike we woul d
be dealing with in a situation like this, and nake
it easy to understand in a way that the news nedia
finds it easy to use and the public finds it easy
to distill.

The chall enge is working with our subject
matter experts in these areas. It takes a team of
conmmuni cations fol ks and subject matter experts in
these areas to devel op these nessages and then
distill it down to a level where we're actually
pointing to a sixth grade reading |evel.

To give you an exanpl e of how nessage
mappi ng has been used in the past, one of the

bi ggest successes of nessage mappi ng of recent
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tines was in the wake of the Wirld Trade Center
attack and Mayor Rudy G uliani, and as you know,
he's been on the lecture circuit since the attack,
and he's nade a nunber of speeches tal king about
hi s experiences, and one of the things that he
would tell you is that you know that the World
Trade Center was initially attacked back in 1993,
and shortly after Mayor Guliani took office, he
turned to his teamand he said | want to plan,
want to nmake sure that if we are attacked again,
that we know exactly how we're going to handl e
this, how we're going to comruni cate, and he
brought in some risk conmuni cations experts.

One of the forenost |leaders in this area,
who has been working also with us on these nmessage
maps, is a fellow by the name of Dr. Vince Covello
And they actually devel oped nessages that they felt
woul d be appropriate in the event they had a nmjor
attack in New York City with large |oss of live,
and the one particular nmessage that | recall that's
kind of burned into ny brain and it follows the

pattern of these nessage maps that Mayor G uli ani
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used was when he was initially asked at one of the
news conferences how many people do you expect have
died in this attack?

And | don't know if any of you renenber
what he said, but what he said was that nore than
any of us can bear, but he didn't stop there with
just "nore than any of us can bear." He went on,
and he said, but New Yorkers are a strong |ot;
we're a strong people. And we will learn fromthis
experience and nove on. W will get through this.

And that message was witten five years
before the attack occurred. It was heartfelt. He
really neant it when he said it, but he didn't
think of that off the top of his head. That was
devel oped ahead of timne.

How was it devel oped? Well, here's how
message maps work? \What you're |l ooking for are
three short phrases that convey three key nessages
in 30 words. It's kind of easy to renenber--3, 3
and 3.

Now, this approach is a scientific

approach. It's been devel oped using surveys, and
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it shows that the lead stories, the main stories in
bot h newspapers and broadcasts usually convey three
key nessages, and in the news, the sound bites are
usual Iy around ni ne seconds, and the nmai n nessage
inastory is usually in those first 30 words of
print.

So that's what we're ainmng for when we
devel op these nessage naps. Mayor Guliani's "nore
than we can bear, but New Yorkers are strong and
resilient, and we will all get through and be
stronger and learn fromthis afterwards.” So that
was hi s nessage

Now, |et ne give you an exanple of one
that we' ve been working on. Now, we've been
wor ki ng on these message maps for pandem c
i nfluenza for about six nonths now, and we're
devel opi ng quite a database of them and | just
have one exanple here to give you an idea of what
they're like.

The question what should people do if
there's an outbreak of pandem c influenza? Ckay.

So the first key nessage that we want people to
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know i s that they should stay inforned about the
prevention and control actions. Listen. W want
people to listen. Now, when we devel op these
message nmaps, the way we work it is for each of
those three key nessages, we devel oped three
supporting facts.

So what you'll see on this slide here is
there are three supporting facts. Nowif you're in
an interview situation, and you're discussing this
with the reporter, obviously you' re going to have
more tine to speak with the reporter in the news
conference than nine seconds or 30 words. So this
is the backfill information that you can use to
support each of your three key nessages.

In this case, staying informed. What do
we want themto do? Well, public health officials
are going to be out there sharing information. The
information is going to be shared in a variety of
ways. CDC has a hot line. There's a special Wb
site avail able, and we also want people to know
that they have to be informed and they have to be

cooperative in order for public health efforts to
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succeed. So those are the three facts that fal
under this part of the nessage.

VWhat's the next part? People should use
this informati on about prevention and control to
care for thenselves and their |oved ones. And
again, three supporting facts under that. W're
going to provide information on signs and synptons.
Peopl e shoul d practice good health habits and they
shoul d di scuss their health concerns with their
health care provider, their health departnent or
other trusted sources. So again three supporting
facts.

Final |y, people should take combn sense
actions to keep from spreading gernms, and again
three supporting facts under that.

So how do those three things fit into a 30
word, nine second sound bite? WlIl, there's your
30-word, nine second sound bite. People should
stay inforned. Renenber what the question was.
What should we do if there's a pandemc influenza
outbreak in the United States?

Qur first message is people should stay
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i nformed about prevention and control actions, use
the information to care for thenselves and | oved
ones and take commpn sense actions to keep from
spreading gerns. That's the nmessage. kay.
That's the basic nessage.

Then you can go back in your interview or
your discussion and reinforce these nessage with
those supporting facts that were devel oped.

Now, as | said, we've been working on
message maps |like this for hundreds of questions,
and we're building a | arge database. This database
is being shared with our partners at the state and
| ocal level so that they will all have the
i nformati on.

When |'m finished, |'ve brought al ong sone
of our initial nmessage nmaps on a series of
di fferent questions, and |I've brought themalong to
share with you so you can take themw th you

So within the federal governnent in terns
of comuni cations, we have three nain | ead roles.

O course, Health and Human Services has the | ead

for health comruni cati ons.
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The Departnent of Agriculture is |eading
the issues on aninmal health comrunications. And in
fact, | just sawin the wires today that the
Secretary of Agriculture is giving sone mmjor
speeches today in St. Louis, Mssouri on avian
i nfluenza fromthe agricultural perspective. So
he's out there also trying to i nform peopl e about
that aspect of it.

And of course the Departnent of Honel and
Security which | eads incident managenent and
conmmuni cations. Now, one of the things that's cone
up in the nedia about this is people saying, well,
who's really in charge of pandem c influenza? W
want to know who's in charge? And what we've been
trying to explain to themis that with regards to
the nedi cal response, the Departnent of Health and
Human Services, the Centers for Disease Control,
which is part of HHS, that is the |lead for the
nmedi cal side of it.

But the fact of the matter is that a
pandem c outbreak in the United States is going to

affect all aspects of our society, all aspects of
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our econony, and therefore it's going to require
significant coordination anong all the departnents
and that's the role the Departnent of Honel and
Security plays in coordinating activities |like that
where nore than one el enment of society are
i nvol ved.

So that's how the roles and
responsibilities are broken up. Now, in order to
coordinate activities, | know you can't read this
slide, but let me just explain to you what's up
there and | al so have nmade copi es of ny slides that
you can have at the end of my presentation. But
the box in the mddle, the square in the mddle,
represents a real first for us, and that is that we
are actually going to forma National Joint
Information Center. 1t will probably be here in
Washi ngton, and there will be lead public affairs
officers in there fromHealth, HHS, from
Agriculture, and from Honel and Security, and with a
supporting cast of probably hundreds, and those
fol ks are going to be devel opi ng public education

and awar eness activities.
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They will be nonitoring the media. They
will be enploying the nmessage nmaps that we've
devel oped, so forth and so on. The things that
they will be doing are listed on the right hand
side of the screen.

On the left-hand side of the screen are
the people who will be participating along with
these leads in there, and that includes both not
only the three agencies |'ve described, but all of
these ot her agencies, Treasury, Educati on,
Transportation, Energy.

We will have international partners in
there. The state and locals will be tied in via
Internet and conference calls. The private sector
wi Il be involved. Non-governnental organizations
wi Il be involved such as obviously the Anerican Red
Cross and obviously this information center will
al so be briefing the news nedia.

So this is the planning nodel that we're
using and we will enploy in the event that we do
have a pandem c out break

Secretary Leavitt has taken the |l ead on
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this, as | nentioned. He's been noving forward
quite vigorously on this. He held a nationa
summit here in Washington with representatives from
all 50 states back on Decenber 5.

They di scussed the pandem ¢ plan and what
the states mi ght expect and he listened to their
concerns, and he announced at that tine, that he
has committed to holding summits like that in al
50 states. The first one which was kind of a pilot
run sunmt was held in Mnnesota back in Decenber.
Tonmorrow, the Secretary and his teamwill be in
Ari zona.

They' ve al ready schedul ed four nore for
January in places such as Vernont, West Virginia,
Rhode Island and Georgia, and there's already five
nore being schedul ed for February, and | think that
is going to continue to snowball and nore and nore
states will be added to that list of summts as we
nove forward

So there's a lot of activity going on.
One of the other products that ny office is working

on which I think is going to have its initial
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rollout in Arizona tonorrow, that's a Gtizens
Qui de to Pandemi c Preparedness, which is a basic
i nformati onal brochure that goes over some of the
basi ¢ nmessages that are in those nessage naps for
the public and includes a basic checklist for
fam lies and individuals on what they need to be
t hi nki ng about with regards to pandenic
pr epar edness.

So that is ny presentation in a nutshell
If you have any questions at this point, I'd be
happy to entertain them M contact information is
also listed on here, and again | have printouts of
the slide show so that you can take them back. And
i f you have any questi ons when you get hone, please
feel free to e-mail me. | might mention that--it's
probably been nmentioned earlier today--but the
pandem cfl u. gov Wb site has an awful | ot of
information on it including a lot of the risk
conmuni cations information that |'ve been talking
about today and ultimately this database of nessage
maps will also be up on that Wb site.

So with that, I'lIl open the floor. Thank
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you.

CHAI RVMAN BRACEY: Thank you. Questions
for M. Wl fson. Yes, Jerry.

DR HOLMBERG Yes, Marc, will the
brochure that you've just tal ked about, the Famly
Preparedness, will that be on the Wb site al so?

MR WOLFSON:  Yes, it will, and I'm not
sure how, if they're going to be printing literally
hundreds of thousands of copies of that. | think
it's primarily going to be made avail abl e
electronically. It's also the files will be made
avail able to the states and local so that if a
| ocal health departnent decides they want to print
out copies and hand themout, they can do that.

CHAI RVMAN BRACEY: |'ve got a question
You nentioned it in your presentation, but it
strikes me in this era where you can get
informati on fromjust about anywhere, a major issue
is validating the source of the information, and
woul d i magi ne then that a big part of the plan
woul d be to in some way nake this nessage the tool,

a val i dated message, but could you speak a little
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bit nmore on that?

MR WOLFSON: Yes. And again, as
menti oned, the issue of subject matter experts and
who' s speaking and the fact that people can use the
Internet to search out information and sonetines
get incorrect information is a real challenge to
al | of us.

The nessage that we always try to inpart
is that we want to be first, we want to be right,
and we want to be credible, and being first is
often the big challenge. And in order to be first,
sometines it means getting your boss, and that
oftentimes is Secretary Leavitt or Dr. Gerberding,
out there in front of the cameras before they're
totally confortable with the situation.

And in order to do that, you know, they
need to be able to do that and say what we don't
know and know-and it's been shown in the research
that we' ve done and the reaction that we've gotten
fromthe public that they would rather hear Dr.
Gerberding say we don't know this yet, but here's

what we're doing to find out than for us to not to
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say anything and let themfind their information
from anot her source.

CHAI RVAN BRACEY: Dr. Epstein.

DR EPSTEIN. You may have al ready
answered the question | have in mind, which is your
advi ce on conmmuni cations regarding risk and
uncertainty. It's well and good to tell people to
foll ow public health reconmendati ons for prevention
and so forth.

But the bottomline often is we don't know
the risk and, for exanple, one of the big issues is
goi ng to be whether people are going to hunker down
in their homes or they're going to go to work.

And, you know, how exactly do we get our arns
around the uncertainty and risk issues?

MR WOLFSON: It's a real challenge
obviously, and we're going to have to rely heavily
on our experts to give it our best shot in terns of
when do you pull the plug, when do you say it's
time to go into a "snow day" node and have peopl e
try and tel ework and m nim ze social contact?

I'"'mnot sure when that happens, but |
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really don't have an answer for you on that.

CHAI RVAN BRACEY: Dr. Pierce has a
quest i on.

DR PIERCE: Wthin the various phases
that lead up to the pandenic, what are the trigger
points. \What are example trigger points that would
tell you to initiate this whol e comruni cation
cascade?

MR. WOLFSON: Well, what | focused on in
my presentation was the nove from phase four to
phase five which was where we have |ocalized--we
have pockets of cases where it's obviously being
human-t o- human transm ssion, but it's just
beginning to spread, and as | nentioned, the
challenge there is we're at a point where it has
not reached the United States yet, but it's clearly
become- - human-t o- hunan transmi ssi on has become an
i ssue and the possibilities of it junping the
borders or reaching our shores are nuch greater.

Trigger points, | think that we need to go
into full pandem c communi cati ons node as the

media. We have to try and help the nedia
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understand the situation, and as | said, as soon as
they see human-to-human transm ssion is easily
occurring, they're going to start talking pandem c,
and they're going to start speculating on how | ong
is it going to take to reach the United States, and
they're going to get people to come on the air who
are willing to specul ate, who have |etters behind
their nanes that nmake people think they know what
they're tal king about. So there's the challenge
right there

CHAI RVAN BRACEY:  Fol | ow up?

DR. PIERCE: So then a related question
For instance, the case in Turkey, are you prepared
to address whatever the nedia may be developing in
the way of stories to give it nore--

MR WOLFSON: Yeah. W very closely
nonitor that, and that's one of the other
chal  enges that we have in today's world and that's
medi a nmonitoring and what we call rapid response,
and that is making sure that we know as things are
reported, and how the press has characterized it,

what our appropriate responses wll be.
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Now, in the case of--well, the cases in
Turkey. It's ny coll eagues down at CDC who are
going to take the first calls on that, and |, you
know, | trust in them W work very closely
together with them and what will happen is as
those calls start to come in and they start asking
for CDC reaction on, okay, what are you doi ng about
these cases in Turkey, what do you know about the
cases in Turkey, they imediately are reporting
that information up to Washi ngton, which then
alerts all of us where they're at with the
situation and what the nessage is.

One of the challenges is that what good
reporters love to do is call around to a nunber of
governnent sources and try and catch people
unawar es and say, you know, did you know about
these cases and what are you saying, and that's why
it's so inportant for all of us to stay on the sane
sheet of nmusic and, as | nmentioned earlier, one of
the big challenges for all of us nowis that we're
dealing with nmessages that are being relayed not

just within the various agencies of the United
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States government, but the entire world and all of
the countries that would be facing an out break

So that's why we're all very excited with
the fact that we're finally actually neeting in
Geneva and working on strategies on howto share
i nformati on and have the other countries of the
wor | d understand where we're at with our nessage
and have them have a neans to | et us know what
message they're inparting.

So it's anewworld for us. Yes, sir.

CHAI RVAN BRACEY: Dr. Bl oche

DR. BLOCHE: As |I'm sure you know being
first and being right can often be at odds with
each other and the tragedy in Wst Virginia
wr enchi ngly underscores that. Human bei ngs- -
there's lot of cognitive psychol ogy research to
support this--human bei ngs have a way of when
there's ambiguity and when there's tension of
filling in the blanks. It's sonmething that we do
at all different |evels.

It's our visual fields and with nore

cognitive processing as well. Especially if folks
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are going to be on the sane page while they're
being first, how do you and how does the depart nent
t hi nk about the tension between those two?

MR WOLFSON:  Ri ght.

DR. BLOCHE: | can renenber just as one
exanple, | remenber the previous Secretary of HHS
in the first hours after the anthrax scare, the
theory that sonmebody was sipping water froma spore
i nfested stream

MR WOLFSON: Right, right. Yes. |
remenber that well. Well, | think one of the
i mportant strategies and what we try to do is work
with--it doesn't matter how good a conmuni cator |
amor ny colleagues that work in this |ine of
busi ness are because we're not the ones that end up
on Meet the Press or on Wolf Blitzer. It's
Secretary Thonpson; it's Secretary Leavitt; it's
Dr. CGerberding; it's Rudy Guliani

So the challenge for all of us is to try
and armthem and prepare them for maki ng these
appear ances and comunicating. And one of the

things, you know, in terns of your question about
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being first and being right and such is nmaking
peopl e understand that the person they're |listening
to, yes, they're an authority figure, and they're
| eading an effort and they have a | ot of power at
their fingertips, but they' re also human bei ngs,
and they also have limtations with regards to how
much i nformation they have and how nmuch they can do
about a situation.

One of the key phrases that Dr. Gerberding
enpl oys so well is when you're in a situation |ike
this is to say | wish we had nore information at
this time, but we're trying to find out this, this,
this, and this.

By using the phrase "I wish," you're
connecting with people and that's a human bei ng up
there that's talking, you know. It's not just an
i mge on the screen.

DR. BLOCHE: Just a quick follow up.

MR WOLFSON:  Yeah.

DR BLOCHE: Doesn't this underscore
per haps the benefit of having the science person

out there, having Julie Gerberding out there--
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MR WOLFSON:  Ri ght.

DR. BLOCHE: --and maybe not having the
political figure who doesn't have the scientific
credential s?

MR WOLFSON: Right. And that's one of
the successes that Guliani had was that every news
conference that he did, he had his experts standing
at his side and he never answered one of the
techni cal questions himself. He stepped back from
the podium and he let the right person answer the
guestion. And that's also key.

By the way, one of the other, and I'|
make a pitch for this because | think it's a very
i nportant product, the CDC, the team down there has
devel oped a very short course. |It's called "Risk
Conmuni cati ons by Leaders for Leaders.”

And it's basic understanding howto
conmunicate in a crisis like this risk
conmuni cati ons nmessages and it's put together in a
way, it uses exanples like Rudy Guliani, l|ike
CGovernor Keating in the Okl ahoma Gty bonbing, |ike

Dr. Agwunobi in the initial anthrax cases in
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Fl ori da which happened two weeks after he took over
down there as the Director of the Departnent of
Health in Fl orida.

We have about five or six different
i ndi vidual s who were in key | eadership situations
and went through crises, and we use interviews with
them as teaching points within this course. 1It's
on a DVD, and it's ainmed at sonebody who is a mayor
or a county executive or a governor who needs quick
i nocul ati on of how to comunicate in a crisis, and
it's available fromthe CDC

It's on their Wb site and if any of you
are interested in getting a copy of it, please
contact nme and |'ll make sure you get a copy.

CHAI RVAN BRACEY: Dr. Sayers.

DR SAYERS: Thanks. Those of us in bl ood
banki ng have frequent interaction with the nedia
and while we'd like to think that the nedia's role
in society is educational, obviously it isn't.

I"msure they see their role as nore
entertaining, alarmst, ratings race and what have

you. But potentially the risk of an influenza
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pandem c is so high that | wonder if you would even
consi der identifying nmedia | eaders and saying to
them |ook, the national threat here is so serious
that we really would |ike you to consider taking on
an educational role rather than one of the nore
conventional mnedia rol es?

MR WOLFSON: | think that's a very, very
important idea. That sort of approach was used
when Secretary Ridge initially took over with the
Depart nment of Homel and Security's formation. He
had a series of neetings with key executives with
the networks and with major newspaper editors and
basically did what you had suggested. They sat
down in a closed room and he said, look, if we're
attacked again, if there's a biological attack or
what ever the attack m ght be, here's ny concerns
about how we informthe public and he asked--he
enlisted their support in that effort.

And | think that | will take back with me
to Secretary Leavitt the suggestion that you' ve
made, that a simlar session would probably be

appropriate on the topic of pandem c outbreak with
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maj or news nedia, talking to them about how best
they could serve their country and their fellow
Aneri cans.

Thank you.

CHAI RVAN BRACEY: Thank you, M. Wl fson.
Any additional questions? If not, we'll nove on to
t he next speaker.

MR, WOLFSON: Thank you, and the
presentations are available for you along with the
nmessage meps.

CHAI RVAN BRACEY: kay. Qur next speaker
is D. Indira Hewett. Dr. Hew ett is the Chief of
the Laboratory of Mol ecular Virology at the
Laboratory of Mol ecul ar Virol ogy, Division of
Emer gi ng and Transfusion Transmitted Disease, in
the O fice of Blood Research and Revi ew

Dr. Hewl ett has extensive experience in
this area including working with a nunber of
transfusion transmtted viruses and devel opnent of
vacci nes and di agnosti cs.

She will be speaking to us on "ldentifying

Gaps of Know edge in Transfusion and

file:/l/Z|/Storage/0105dhhs.txt (232 of 292) [1/10/06 3:02:56 PM]



file:/l1Z|/Storage/0105dhhs.txt

233
Transpl antati on Medicine."

Thank you.

DR. HEW.ETT: Thank you, M. Chairnman, and
good afternoon. 1'd first like to thank Jerry for
inviting me to speak at this neeting. This norning
and today we've actually heard a nunber of
presentations on various aspects of avian flu
i ncludi ng gl obal coordination efforts, vaccine and
antiviral strategies. W' ve also heard about
conmmuni cating ri sk.

Al of this is based on actually know edge
that we have or for the nbst part on what we
actual ly know about avian flu at this point. 1In ny
presentation, |'mgoing to focus on what we don't
know about avi an influenza, particularly on the
scientific aspects of it, as it relates to
transfusion and transpl antati on nedicine.

Just to give you a brief background, Dr.

Li kos tal ked about this influenza virus in great
detail this norning, so |'lIl just recap by pointing
out that influenza viruses are noted for their

antigenic variability and adaptability, and as a
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result, we see periodic epidenmcs of the virus.
Therefore, despite annual vaccinations, the U S
faces approxi mtely 36,000 deaths and nore than
200, 000 hospitalizations each year

Pandem cs that are caused by influenza A
strains have occurred intermttently in 1918, 1957
and 1968, and they caused mllions of deaths
wor | dwi de at the tine.

The current pandenic threat is from an
unprecedent ed outbreak of avian flu in Asia with
recent spread to Europe. There is also hei ghtened
concern because of the possibility of nutations and
reassortnments that could occur during spread of the
Vi rus across Europe and Asia, and a generation of
new strains with potentially higher efficiency for
human-t o- human transm ssion, and this of course is
a mgj or know edge gap.

The primary causative agent of avian flu
is the H5N1 strain and that's what |1'1l tal k about
today. These stains of highly pathogenic avian flu
actually established infection in poultry in

several parts of Asia during the past decade. And
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a highly pathogenic formenerged in 1997.

These avian flu strains, as we know, are
not generally infectious for humans but severa
cases of human infections have been reported since
1997, and as of Decenber 30, the WHO noted that
there were 142 cases of infection and 74 deaths due
to the HGN1 strain, and in today's paper, of
course, there were reports of bird flu and
believe the thought is that this is H5NL that's
been reported in Turkey.

So the nunbers are growi ng, but |I'm going
to, on this slide |I've listed concerns for
transfusion and transplantation in the event
there's a maj or outbreak of avian flu infection in
the U.S., and as you can see there are a numnber of
concerns, and these are just sone of them

They include but are not limted to the
points noted on the slide. First, there could be
an i npact on donor availability due to ill ness.
This came up in previous discussions. There could
be deferral of donors due to potential virem a.

Donors could al so be additionally deferred
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because of treatment with nedications. There's a
potential for falsely reactive screening tests
either frominfluenza or from vacci nation. Again,
there could be potentially an increase in demand
for blood and for organs and tissues.

And finally, illness in blood, organ and
ti ssue center personnel could affect collection
capabilities which would have an inpact on supply.

So it's really difficult to accurately
estimate the magnitude and i npact of avian
i nfluenza on the effects that | just nmentioned in
my previous slide in the absence of critica
scientific knowl edge. So there are sone gaps here,
and data regardi ng avian influenza infection and
transm ssi on i n humans.

In the next couple of slides, | just
listed off some of the know edge gaps that exist in
t he pat hogenesi s and virol ogy of avian flu.

First, we don't know what the extent and
duration of viremia is in H5NL infection. W don't
know what the length of the asynptomatic incubation

period is. W don't really knowif there's virema
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during the asynptomatic phase. W need to
under stand what the infectivity of blood that is
collected during the asynptomati c phase woul d be.

O her questions include is there virenm a
during the conval escence period and is the virus
infectious? We know that the virus is spread
efficiently by contacts and by nasal secretions,
but what are the nost effective means of virus
spread to contacts for avian flu infections?

What is the range of organs and tissues
that may be affected and what is the infectivity of
virus that may be present in susceptible organs and
tissues?

And finally, we know that the virus
mut ates and i s capabl e of reassortment, so how wl|
virus nutation, reassortnent and devel opnent of
drug resistance, and drug resistant H5N1 has been
reported, and there have been deaths that resulted
fromdrug-resistant H5N1, so we knowit's a
reality, how do these changes affect the evolution
of a potential pandemc and transmssibility

t hrough transfusion and transpl antation?
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Woul d vacci nation and anti body responses
in recent infections cause interference with tests
that are used to screen the bl ood supply?

And shoul d vaccination and/or nedications
that are used to treat flu infection affect donor
deferral ?

So these are sone of the broad know edge
gaps that we have. |'msure there are many others,
but these are the nost apparent ones that woul d
have i npact on bl ood safety.

I"d like to now briefly revi ew what we
actual |y know about human influenza A and conpare
that with what we are | earning about avian
i nfluenza infection of humans.

First, we know that the asynptomatic
period in human influenza A is generally about one
to four days. W heard this from other speakers.
The virema in nmost influenza A infections lasts
fromone to three days post-inoculation. Virus has
been detected in nouse nodels and in infected
individuals, but it's nost frequently isolated from

nasopharyngeal swabs during the first three days of
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illness, up to eight days, nine days after onset,
and one to two days before onset of fever.

And this particular reference was cited by
Dr. Likos this norning, so | won't gointo it in
detail, but basically in the Khakpour study they
identified live virus in the blood, and also in
contacts. It was one contact who becane ill 12
hours after virus was isolated during the
asynpt omati c period

This is one of the few reports that
exists, but there's really little additional data
on virema and it appears that it has not really
been investigated in any nmjor fashion.

Therefore, the presence of virus in blood
has not been well established and infectivity
during the asynptomatic period is really not well
under st ood.

Now, noving on to H5N1, we are begi nning
to understand that the pathogenesis of H5NL may be
different fromthat of usual human subtypes, Hl to
H3, and there are a nunber of reports that talk

about this, but I'"'mjust going to focus on two
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reports, one from 2001 that was published in the
Journal of Medical Virol ogy, where this group
studi ed 18 case of H5NL infection, and found that
there was significant cytokine perturbation and
activity in the early phase, in the acute phase of
i nfection.

The cytokines were pro-inflammtory in
nature, the interferon-ganms, TNF-al pha, |L-6,
slL-2, et cetera, and there was al so conplication
of reactive henbphagocytic syndrome which is about,
found in two out of six fatal cases. So this is
one feature that has been described, both by this
group and sone ot her investigators.

And the second report was published by the
Witing Committee of the WHO Consultation G oup on
human i nfluenza. This was published in the New
Engl and Journal of Medicine in Septenber 2005.

This group noted that the incubation period for the
virus may be longer. It's two to four days, but
there's an upper lint of eight to 17 days which is
much | onger than what is traditionally seen with

human i nfl uenza.
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They al so noted that viral RNA |levels were
hi gher in pharyngeal than in nasal respiratory
tracts and higher levels were found in avian flu
than with usual hunman flu infection

They al so noted that there were two
patients who presented with encephal opathic illness
and di arrhea w thout apparent respiratory synptons.

And | shoul d nention that the invol venent
of the gastrointestinal tract appears to be a
feature of the H5NL infection, and the specul ation
is that it perhaps replicates in the @ tract,
al though there is no data or evidence to support
this at this point.

So in order to address some of the issues
that I've just listed, an informal PHS group was
formed and we sort of devel oped a study plan,
tal ked about different ways to address these gaps
of know edge in transfusion medicine, and one of
the study plans is sonething I will discuss very
briefly today, and the idea here is to address the
scientific know edge gaps in highly pathogenic

avi an influenza, focusing on virema, tropism and
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transm ssi on through bl ood transfusion

The group felt that use of aninal nodels
could be a feasible approach to address sone of
these gaps in regard to HbN1. There have been
reports, particularly fromthe Gsterhaus Laboratory
in the Netherlands that have denonstrated that
cynonol gus macaques may be a good nodel for
infection by avian flu, that they are susceptible
and show pathology that is simlar to that seen in
humans.

So some of the proposals, and |I'mjust
going to go through them very quickly, but these
are just sone ideas and thoughts that the group is
putting together and the goals, of course, would be
to denonstrate transm ssion or |ack of transm ssion
by transfusion and to see if blood is infectious
when it's collected in the asynptomati c phase by
doi ng secondary infection of macaques.

W may want to | ook at the organ
engagenent, what are the different types of organs
and tissues that are affected, and in order to do

this, actually | should go back to the |ast slide,
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and of course to look at the utility of current
i nactivation nmethods for inactivation or renoval of
H5N1.

And in order to do this, we will also want
to devel op sensitive nethods to detect and
quantitate both the nucleic acid and to culture the
virus in order to look at virus specific or virus-induced
ef fects.

The anti ci pated outcomes of such an
i nvestigation would be to identify possible
transm ssion by blood transfusion during the
asynptomati c phase, to identify the m ni num
i nfectious dose for transm ssion by blood, to
further identify cell, tissue and organ tropism
and to understand and establish utility of current
viral inactivation nmethods for inactivation of
hi ghly pat hogeni c strains of avian influenza.

And of course, animal nodels do have their
limtations, but if one is devel oped and vali dated
in a certain way, it would allow us to study, to
actually do studi es on pathogenesis and to test new

drugs and vacci nes.
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So I'll close with that and acknow edge
the group that actually discussed sonme of the
details of the plan that | discussed today which is
actually one of many proposals that we are
considering in order to address the know edge gaps
that | nmentioned. 1 should also say that in
i nformal discussions with Mke Busch and Philip
Norris, who will be speaking tonorrow, | understand
that they will actually be doing sone studies in
t he donor popul ati on usi ng PCR and PCR-based assays
for influenza | ooking for virenmia in blood donors
and t he combi nation of animal studies and donor
studies would certainly give us a | arge anmount of
data on pat hogenesis of avian flu.

And thank you for your attention. 1'lI
take questions.

CHAI RVAN BRACEY: Thank you. Questions?
Dr. Roseff.

DR ROSEFF: Since this disease isn't
currently in our country, but it is in Southeast
Asia, are we working with WHO to devel op assays and

tests to use in anticipation for blood donor issues
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as opposed to just the global issues of the
pandem c?

DR. HEW.ETT: W in our group obviously
would like to work with the investigators in
Sout heast Asia through the CDC to see if there is
some way to utilize what they' ve already done in
their country | ooking at the particul ar issues that
I've listed on the slides here.

I"mnot fully aware of how much technol ogy
transfer, transfer of information there has been
between the international investigators and U.S.
product devel opers. You know this woul d obviously,
if you were developing a nucleic acid test, for
i nstance, you know, it would have to be--it would
have to be good facilitated comunication and
exchange of materials between the industry here who
woul d be devel opi ng these assays and so on, but the
CDC, as | understand it, has, in fact, obtained
sone materials and priners and probes and so on
from Sout heast Asian investigators, and they wll
be helping us to do these types of studies in the

event we nove forward
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These are not funded; these are just
proposals. These are just ideas that are on the
table to address sone of the questions that seemto
be unanswered at this point.

CHAI RVAN BRACEY: Dr. Pierce had a
quest i on.

DR PIERCE: The cynonol gus nonkey studies
| ook particularly relevant. Wat are the
i npedi ments to getting those studies underway
because there's a whol e--

DR HEW.ETT: Fundi ng.

DR PIERCE: --series of studies that
woul d need to be done. It will be very tine
consumi ng and | abor intensive project.

DR. HEW.ETT: Yes. But, you know, right
now we really having brought in people who are at
primate centers that have the BL3 facilities and so
on, and having access to BL3 enhanced facilities in
our own, not in our facility but having access to
themin the area will allow us to nove forward. So
that would not be a major inpedi nent.

Ri ght now, really the nmajor inpedinent is
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funding. There is no funding to do this work. It
woul d be, you know, it's a blood issue. It's an
i ssue that has to be handl ed by, you know, the
bl ood community and/or investigators who work in
the bl ood area.

W' ve actually tried to reach out to
peopl e who are | ooking at vacci nes and who are
| ooki ng at just pathogenesis, and again, you knhow,
peopl e have their own areas of focus and it's to
add a couple nore nonkeys to a study is not cheap
So that's why we think there's a need to have a
focused effort on blood-rel ated issues.

DR PIERCE: |Is there an agency that's
taking the lead on this? Is it the FDA or the N H?

DR. HEW.ETT: | think at this point it's
within the FDA. W have engaged NIH  Harvey Alter
fromthe NIH, George Nenp, the Centers for D sease
Control, Matt Kuehnert, and sone folks fromtheir
of fice have been engaged. But it's going to be an
i nteragency col l aboration if we nmove forward with
this.

CHAI RVAN BRACEY: If | may, this could be
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one of the recommendations that could be
forthcoming fromthis group, and | think it would
be inportant for us to consider making that
recomendati on.

Dr. Ransey.

DR RAMSEY: Yes. Just for the record, |
know this woul d be obvious for everyone working on
this, but just one of the other topics of nany that
your thoughts coul d address woul d be the issue of
recalls and wi thdrawal s of bl ood products after
donors have been either infected or exposed. So
just for the record--we'll probably have a chance
to tal k nmore about various issues |ater, but--

DR. HEW.ETT: Yes, | agree. | think
that's a good idea

MR WALSH: | mean wouldn't this be
appropriate for sone bio-defense support, the
research?

DR HEW.ETT: Well, that's a good thought.
W' ve thought about it, but bio-defense focuses
more on, you know, on basic pathogenesis. W' ve

| ooked at a nunber of solicitations that have come
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forward. Believe nme, we've witten white papers,
concept papers, and, of course, you know, we're
still waiting for some of the--what we've heard is
that there are solicitations that are going to cone
out in regard to avian flu, but the focus on the
bi o- defense side of things is really on vaccine and
antivirals. Just standard pathogenesis is not as
high a priority.

And, of course, infectiousness of blood
because of the concept that influenza is, you know,
the viremia is really short, and it may be so in
the case of avian flu, but we just don't know. You
know nobody has really | ooked at this. And that's
why | think, you know, we certainly will give bio-defense
fundi ng opportunities a good try, but when
you | ook at the--read the solicitations, it's
really to look at antivirals and to | ook at Si RNA
and things of that nature to, you know, to act as
antivirals in the event of a pandem c, not so nuch
infectivity of blood or blood conponents
i nactivation or ineffective storage. These are not

things that, you know, are of nuch interest to the
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CHAI RVAN BRACEY: Additional questions?

If not, thank you, Dr. Hewl ett.

DR HEW.ETT: Thank you.

CHAI RVAN BRACEY: On our agenda now, our

next itemis the Open Public Comrent, and we do

have a comment from Mchelle Vogel. |Is Mchelle in

the audi ence? Oh, are you speaking for Mchelle?

MS. WYATT: No, |I'm not.

CHAI RVAN BRACEY: (kay. Could you cone to

the m ke and state your nanme?

M5. WATT: |'m Getchen Watt with the
Pl asma Protein Therapeutics Association. |'mnot

speaki ng on behal f of M chelle Vogel, but another

comrent if possible, to first comrend you for

recomrendi ng a progress report on the different

activities that this committee has done, and al so
for CM5 who has taken your lead and with the IVIG
situation to make sure that there is a tenporary
preadm ni stration code for 2006 for IVIG for the
access for Medicare beneficiaries, and related to

that and to your progress report, PPTA would |ike
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to al so say that we have subnitted coments as PPTA
and as part of the IVIG community related to this
i ssue as well.

PPTA appl auds these Centers for Medicare
and Medi caid Services for the recognition of the
i mportance of ensuring that Medicare beneficiaries
have access to IVIG and a need for additiona
paynent for preadm nistration services related to
IMMIG Yet we do not believe that given the drastic
paynent rate reductions, CM5 has exhausted al
options within its authority to preserve access to
IVIG in hospital outpatient and physician office
setting.

We remai n concerned that the paynent rate
reductions listed in the final rule will inpede
access to | VIG by Medicare beneficiaries. Since
beneficiaries that need |IVIG have nigrated away
from physicians' offices for treatnent in 2005
because of reinbursement concerns, we see no other
site of service capable of handling patients no
| onger able to obtain I'VIG through a physician's

office or a hospital outpatient departnent.
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PPTA and the IVIG community urge CVMS to
take i nmedi ate action including the issuance of a
pr ogram menor andum ef fecti ve i mmedi ately to ensure
that outpatient and physician office paynent rates
for IVIGtreatnments are sufficient to ensure
continued access in both settings. W believe that
the agency could do so in three ways:

One, by establishing a conprehensive
per manent add-on paynent to the rate for IVIG that
captures the true acquisition, direct and indirect
handl i ng costs associated with this therapy.

Two, by establishing unique health care
common procedure codi ng system or HCPC codes, for
each brand of IVIG so that the average sales price,
or ASP, for each product is based on informtion
submitted for that IVIG therapy, and thus
reflective of each product's unique formul ation

And third, they could clarify that IVIGis
a biologic response nodifier for purposes of paying
for adnministrating this product.

I would Iike to note that these solutions

are endorsed by the broad IVIG conmunity and are
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identical to the recommendati ons nade by this
comittee.

Thank you.

CHAI RVAN BRACEY: Thank you. Are there
any conmments or follow up? |If not, we're slated
for a 15 m nute--oh, we have another conmment.
Sorry.

MR, CAVENAUGH: Thank you. |'m Dave
Cavenaugh with the Committee of Ten Thousand. |
wanted to |l et you know that Corey Dubin, who is our
board chai rman and has been able to come to these
meetings pretty regularly for the last 12 to 15
nmont hs, cannot be here today because he's in rura
M ssouri at the hone of Linda Lewis who is about to
| ose her 26-year-old Grant to the HV that he
contracted fromhis blood clotting factor. Born in
1980, he could not get out of its way although he's
fought a good fight, been in NIH trials, been a
real trooper.

That by way of saying response to
energencies is not newin this comunity, and we'd

like you to take that into advisenent. | realize,
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that I've not heard nmuch in the conprehensive
pl anni ng that has been descri bed today about
consuner input. Wen | think back to the one-year
effort to put a test in place for Wst Nile Virus
that was successful and stream ined, used SBIR
grants, went very rapidly, and was a bit
m racul ous, and acconplished a wonderful purpose, |
think that it was great to have.

This we have a |l ot of preparation tine.
We know about flu, flus, if | may, and we hope that
you Wi Il include those possibly in the gun sights
most directly through blood. The macaques rem nds
me of discussions that | have when | get up to this
m crophone before this and other comittees about
cows and the CID threat and the transmssibility,
the dual transmssibility there, if you will.

This is not quite that, but we do need to
work with other agencies on this who nay or may not
recogni ze the inportance. | can understand fully
had FDA cannot with existing budgets and certainly
with the massive budget cuts that are being

proposed on Capitol H Il last nonth and this afford
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to expand into new areas to cope with new
epi demics, but | do hope that we'll all be able to
make them see the light on that.

Thank you.

CHAI RVAN BRACEY: Thank you for your
comrents. Any additional comrents fromthe public?
If not, then we will take a 15 minute break and
reconvene at 15:35. Thank you

[ Recess. ]

CHAI RVAN BRACEY: W are now at the phase
where we are set for our--conmittee nenbers,
committee menbers--we are now at the phase where
we' re ready for our discussion.

One of the things that we tal ked about is--and
I"ve after lunch talked to a few nenbers of
the conmittee to serve in a capacity of working on
a draft statenent, not for today but for tonorrow

We're at a phase now where we're ready to
begi n di scussing sone of the itens that we've heard
today so that we can highlight particular areas of
focus. Jerry has drafted, well, actually has

several bullet points, and | think that one of the
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things that we can do is we can perhaps start off
with his bullet points and then |'ve got a fewto
add, and then the rest of you can junp right in,
and we'll devel op perhaps a hot topic |ist,
renmenbering that there still is a lot of
informati on that we have yet to hear fromthe donor
side, the blood collecting agency side, and that
will be comng tonorrow.

So, Jerry, you want to start?

DR, HOLMBERG  Well, thank you. | just
jotted down sonme points here, and | didn't realize
Marc was going to talk, Marc Wl fson, was going to
tal k about the three point plan, but these are
small little bullets and I'll try to el aborate on
each one.

But the nessages that | heard throughout
the day were primarily, the first thing was the
i mportance of state, involvenent with the state
governnent. W heard how nmuch is going to be
allocated to the state. W also heard about the
state plans, even the state conmunication, and

think that, as | think Dr. Katz nentioned, you know
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the state is involved with a | ot of things and
really trying to nmake sure that the state plans are
in place | think is very inportant, and sometines
they need to have a little bit nore enphasis so
that they know what direction may be doi ng.

Al so heard | oud and cl ear about the
i nclusion of other groups such as the
pl asmapheresi s groups and al so as Dr. Schwartz put
up there, the enphasis on sone of the progenitor
cells, maybe the stemcells, cord cells. The
Depart ment of Transpl antation at HRSA had nenti oned
about to ne offline about the inportance of maybe
putting the vacci nation of donors for bone marrow
on this priority list.

I think that may need further discussion
I think also a nessage that | picked up was the
i nportance of making sure that blood is considered
as a critical infrastructure. Blood is part of the
critical health care infrastructure. Also, the
brochure on famly preparedness, | think that
somet hing that | keep conscious about is, very

cogni zant about is the success that the governnent

file:/l/Z|/Storage/0105dhhs.txt (257 of 292) [1/10/06 3:02:57 PM]



file:/l1Z|/Storage/0105dhhs.txt

258
of Japan had just in enforcing or really advocating
a lot of hygiene, especially within their fanilies,
and so | think that brochure on famly preparedness
may be sonething good that we could even advocate
to not only our donors but also to staff workers.

And | also heard that we need a
coordi nated message. There's a short course on
ri sk communi cation. | think the three point plan
that Marc Wl fson brought forth was very good. The
ri sk conmuni cation, the inportance of having the
messages ahead of tine, and having a unified
coordi nat ed nessage

And | also like the idea that he nentioned
that | can't renmenber exactly who to give the
credit to--1 think it was somebody on this side of
the table--identifying nedia | eaders and novi ng
forward on educating themin the right way. And
then following up on Indira Hew ett's di scussi on on
the research, just what research needs to be done
to close the gap and to identify those or find

answers to those places where there are scientific

gaps.
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So those are just conmments that | picked
up throughout the day.

CHAI RVAN BRACEY: Maybe | can add just a
couple of other itens that seened resonant. One of
the things that was recurrent, and it crosses over
into the real mof communication, but it is focusing
on what will actually be the trigger point for
conmmuni cati on, and perhaps | ayering out a strategy
wherein as one of the | ast nessages in the
conmuni cation tool is, you know, best practices at
avoiding gerns. Well, that's something that one
shoul d practice all the time, so in essence | don't
think that all of the comunication needs to be
directed at the pandenic.

There are certain things that as a matter
of public health and public education that could
happen all along. Wile at lunch and Jay Epstein
may want to say nore about this, but it appears
that, you know, currently there are sone potentia
clinical/surveillance anal yses that could be
ongoi ng as we speak.

You know there are opportunities now for

file:/l/Z|/Storage/0105dhhs.txt (259 of 292) [1/10/06 3:02:57 PM]



file:/l1Z|/Storage/0105dhhs.txt

260
us to learn, you know, about virem a, about the,
you know, the asynptomatic case controls within
famly settings, and so | think that is another
area that would warrant sone consideration

W' ve touched on the issue of the trials,
the spi king studies which | think would be very
inmportant. So those were the elenents that | had,
and |'d open up the floor nowto see if there are
any other comrents fromthe group in general, and
one comrent that | think that | believe Karen nade
and she may want to follow up on this, is that when
we devel op the communi cati on nessage to nake sure
that the blood centers are key players in crafting
that nessage because sonetinmes if the nessage is
left to others, it (a) may be diluted or it may be
lost in terns of our focus.

DR. HOLMBERG The only thing | would add
is that | think we need to expand and not j ust
think bl ood centers but also, you know, there's
pl asma products around here, around the table,
pl asma i ndustry.

CHAI RVAN BRACEY: Yeah, that's a key point
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because, you know, one of the things that occurred
to ne is as we | ook, you know, if we find that
there is, in essence, no evidence of significant
virema, it's a non-issue, but on the other hand,
if there is, then certainly it's inportant for the
pl asma product side.

And then lastly, one of the things that |
was al so thinking about is as we experience,
hopefully we will never experience a pandem c, but
if indeed we do, then our nethod, you know, there
will be people hunkering down. In our nodel for
collecting blood as a nodel that puts us in sort of
a mass setting, and we're really going to have to
rethink the nodel and we nmay need to consider
rel axi ng certain, you know, donor criteria, not
necessarily infectious criteria, but some things
such as, you know, frequency of donation, et
cetera, et cetera. But we may need to reconsider
our current nodel for collections.

Dr. Epstein.

DR. EPSTEIN: Thank you, Marc. Yeah,

wanted just to take the opportunity to el aborate on
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this point about studying asynptomatic contacts to
| ook for virema. | would just note that Dr.

Hewl ett nentioned a proposed study, or initiated
study--1 wasn't quite sure--by M ke Busch to | ook
at donors to see if there is influenza virenia
during the annual influenza outbreaks in the U S
That will give us some hel pful information because
it my potentially debunk the nyth that there is no
virem a in asynptomati c persons.

On the other hand, it's not going to tel
us a lot about pandenic flu and | think one really
ought to try to go for where the noney is. The
cases are occurring right now in Southeast Asia,
predom nantly, and there are apparently teans
i nvestigating each case and getting tissue sanpl es,
nasal swabs, et cetera, fromthe contacts. Wy
can't they get blood sanpl es?

And | think that that's a point that we
really ought to press. | agree that other studies
are inportant such as the spiking studies to see
what we m ght |earn about transmissibility by the

i ntravenous route through transfusion. | tend to
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think that the studies with cynonol gus nonkeys nmay
be informative, but they' re going to be fraught
with caveats because we'll be working with the
avi an virus rather than the hunman adapted virus
because that doesn't exist yet, and we're going to
be wondering how well the cynonol gus nmonkeys mnic
the human situation. It will just be a speculation
at best.

So | do think that we, not that we shoul d
di scourage that effort--quite to the contrary.
thi nk we shoul d encourage it and specifically
recomrend funded research to explore the potentia
for transfusion transmssibility of pandemc flu,
but that we ought to | ook at the human situation
and extract the nost that we can fromthe human
situation.

Now to whom we target that nessage is a
little bit less clear because we're advisory to the
departnent, but presumably the departnent has sone
ability to help direct the effort toward
cooperation with the WHO and currently affected

countries, so | think that that's a key point.
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I'd also like to comment on the issue of
the blood systemas critical infrastructure. |
think it was made clear by several speakers that
the focus of the HHS plan puts a lot of the effort
in the hands of the states, and that predicts a | ot
of disparities that may occur, and |I think that Dr.
Katz nmade the very inportant point that it's an
uphill battle to convince every state public health
authority to treat the blood system including the
donor as well as the center staff, as part of the
critical infrastructure and specifically identify
it as a target for, you know, preventative
measur es.

And | think one of the npbst inportant
things that we could do as a conmittee is to
recomrend that the Secretary nmake a cl ear statenent
on the blood systemas critical infrastructure and
spel | out what that really neans.

One dinmension of that, though, is the
i ssue of whether blood centers will be encouraged
to offer vaccine onsite or through referral, and we

haven't had any di scussion about the historic | ega
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i ssues that surround that, and | recall that when
we were discussing a simlar issue with small pox
vacci nation, that the issue of incurring bl ood
center liability by advocating, |et alone offering,
vacci nation is a very delicate matter to the bl ood
community, and | just think that we ought to spend
sonme time | ooking at the | egal dinension

So anyway, those are nmy comments on those
two points.

CHAI RVAN BRACEY: Okay. And | think that
tomorrow, we will be hearing from you know, the
bl ood col |l ecti ng agenci es and perhaps sonme of that
will conme out and we'll have nore extensive
di scussion at that tine.

Ms. Birkhofer, you' ve got a coment?

MS. BI RKHOFER: Thank you, M. Chairnman.
Un-huh. | concur with the list that you and Dr.
Hol mberg and Dr. Epstein have put forward and ny
observations would include a little nore buil d-out
on the inportance of early education, and | guess
I"m | ooking at nodel that the Ofice of Nationa

Drug Control Policy has used with regard to the
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Public Service Announcenents, PSAs, sonething short
and pithy that reaches a broad audi ence. | think,
you know, we coul d perhaps | ook at funding for that
type of initiative

In addition, reflecting back on Dr.
CGoodman' s presentation, | think the inmportance of
availability of vaccines and that the industry has
the capacity in place to nmake the vacci nes
available, | mean that's the first step to assure
the safety and to assure the public health.

And then in addition, just from ny
experiences in the plasma community, | think the
i mportance of access once those vaccines are
avai l abl e, that there's appropriate and adequate
rei mbursenment because clearly we've learned, if we
| earn anything from our experiences with the
i mmunogl obul in debate, it's been, you know,
adequat e rei nbursenent .

So | would ask us to look at that as well,
and then finally just reflecting upon the
governnment's response to, you know, various

nati onal disasters.
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One presenter tal ked about the need to
have coordi nati on anong agenci es, interagencies,
and conmuni cations, and | think that coordination
of the infornation flow and the dissenmination is
vital .

CHAI RVAN BRACEY: Thank you. Dr.

Angel beck.

DR ANGELBECK: Sonething | think we're
probably going to hear nore about tonorrow, but an
i medi ate potential inpact if you have a third of a
popul ation in any given area infected woul d be on
the availability of blood products, particularly if
you | ook at patients who are supported chronically
for red cells or platel et products.

I nmean if you were operating a bl ood
center and tonorrow you didn't have a third of your
pl at el et pheresi s donors, would you have a way to
i medi atel y adapt to make a whol e bl ood deri ved
product avail able or triage or nmanage that
ci rcunst ance?

I think that's a very immedi ate pragmatic

situation that the commttee has to think about as
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wel | as anyone in the blood community.

CHAI RVAN BRACEY: Yeah, that's an
excellent point. One of the things that we tal ked,
I think | tal ked about--no, | did talk about it at
the last nmeeting is generally what happens i s when
we have bl ood shortages, the folks within
transfusion services begin to interdict particular
orders that nmay be somewhat questionabl e because
there's a great variance in ternms of practice

And so clearly, sonmehow or another tying
in, you know, activism if you will, to nmake sure
that in fact what is used is, in fact, needed
because there are a comunity of people--1 don't
know how | arge that comrunity happens to be at this
poi nt, probably not enough, but in hospitals that
may be able to influence those activities.

Kar en.

M5. LIPTON: If | could say one thing.
We're going to hear a | ot nore about this tonorrow
because the task force really has been working on
these issues, but one of the things | think that's

important for this commttee to think about is
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really whose responsibility each one of these
things are, and when we tal k about managi ng
pl at el et pheresi s donors, | would suggest that that
really is the blood collection facilities
responsibility.

We may need sonething fromthe state or
federal governnent, but |, you know, it's pretty
easy for our comrmittee to get into and then the
governnent should do this and this and that, and
really and truly what we need to figure out is have
we identified all of the issues and does the bl ood
community believe it has the appropriate |evel of
response or support fromthe federal governnment and
fromthe state governnents and how we affect those
requests.

CHAI RVAN BRACEY: Dr. Kuehnert.

DR KUEHNERT: | think to that point,
mean | think that probably this has been emphasi zed
before, but what we really | think have to do is
figure out concerning comunication, | nean there
i s one-way comruni cati on where information is going

out, and then there is two-way comruni cati on where
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there needs to be an exchange of infornmation, but
no matter what, there needs to be a point person
for every organization that's rel evant.

So what | think would be very helpful is
to see, to go through and see what organi zati ons
need to be involved with each topic, particularly
concerni ng preparedness, and then see who are the
poi nt people. So, for instance, tonorrow we're
going to have the task force speak. W're also
going to have Al DeMaria speak who represents CSTE
and so know ng those particular organizations
involved with, for instance, state and | ocal health
departnents will be critical and then maki ng sure
that those interface.

Secondly, just on Dr. Epstein's point
about |ooking at virem a in existing protocols, we
went through this to sonme extent with SARS and this
was, it was very chall engi ng because the peopl e who
were doing the research were not primarily thinking
about viremia as an endpoint to | ook at, and so we
repeatedly rem nded themthat they needed to put it

in the protocol before it gets to IRB and then
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there are those barriers to putting that in.

And we were successful, but these were
primarily CDC protocols. That | think we can
address, but it sounds like really a |ot of these
are where CDC is not involved, and so what we have
to figure out is what protocols exist, how we can
interact with these investigators and try to urge
themto just include blood sanples even if they
aren't going to do anything with themprimarily,
but just store them so that sonething can be done
| ater on down the road.

And also if there are detail ed
epi dem ol ogi ¢ conponents to it, to also ask about
bl ood donation and transfusion receipt.

CHAI RVAN BRACEY: Dr. Pierce.

DR PIERCE: | very nuch agree with the
i dea of collecting blood sanples for future use for
humans, human transmi ssion. But | want to come
back to the animal work and make sure that that's
not lost. When | think back on the last half of
the 1990s, a lot work occurred with CID and vari ant

CJD, and the infectious agent was nuch nore
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difficult to work with than this one.

The ani mal nodel s were much nore
chal l enging that this one, and, in fact, probably
had much I ess rel evance to the human situation than
a cyno nodel woul d have for a human situation, for
human infection. So | really think that a | ot of
val uabl e i nformati on can be gained fromdoing this
work that was outlined by Dr. Hewett, and | think
the cost of doing that is really relatively |low for
the anmobunt of information that woul d be gai ned,
especially when | go back and think about how
useful it was in CID and variant CIDto really
define the risk.

CHAI RVAN BRACEY: Thank you. Dr. Epstein.

DR EPSTEIN. Well, | think there's a
communi --first of all, | agree. | think there's a
communi cati on i ssue that we need to deal w th about
research on viremni a.

There's a general hbias that, well, this is
a respiratory disease and if you have a pandem c,
you know, all the harmis coming fromthe

respiratory spread, and, you know, why worry about
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this, you know, fringe risk frompotential virema
but | think that above and beyond the need to
clarify the intrinsic risk so we can deal with it
scientifically, we need to get the nessage out that
if we lack that information, we're going to
overreact by deferring donors needl essly and by
wi t hdrawi ng conponents needl essly which could very
seriously aggravate the shortage situation due to
the ill nesses thensel ves.

And | think that that nmessage has not
really been clear enough to the people who are
presently directing the resources toward the
research effort, and it may be that virema is
rare, but knowi ng that can help us avoid a | ot of
needl ess bl ood | oss.

CHAI RVAN BRACEY: All right. Dr. Bloche

DR. BLOCHE: |'m not renenbering your
nanme, but | would second your coment. | think
that the issues of credibility and risk of panic
are central here. And although fromthe scientific
perspective, and I'min no position to judge this,

the animal nodel may well be pretty valid, it's
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sinmply not going to have the credibility that
really aggressive surveillance for virenia both of
the avian flu and for that matter just everyday
seasonal flu would have

I want to nake a couple of other comments
on these questions of credibility and panic and
ri sk communi cation, which | do prefer to think of
as risk educati on.

First, | think it's really essential that
the departnment be proactive with respect to the
notion that we're tal ki ng here about bal anci ng
ri sks, and not about safety in the sense that
per haps many peopl e think of safety as sonething of
absolute. Being proactive before a pandenic occurs
about the inpossibility of absolute safety woul d
really lay the groundwork.

And a second related point is that | think
it's really inmportant that it be, should a pandem c
occur, the professional and scientific |eadership
within the departnment that takes the |ead on
communi cati on and not the political |eadership.

And if | may be perhaps a bit two-pointed. On
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questions of assessnent of risk and fears of
politicization of risk, the |last several years in
ot her areas of public policy have, well,
under scored this.

I think there's a dimnished credibility
of the current national governnent on issues of
ri sk out of concern that assessnents of risk by
prof essional staff have been politicized in the
foreign policy arena, and given that backdrop, it
is an urgent matter that it be the professionals
and the scientists that be the voices on risk
assessnent .

CHAI RVAN BRACEY: Thank you. Dr. Pierce

DR PIERCE: 1'd like to make two points.
One is that | don't think we should get ourselves
caught in aninmal versus human. They both answer
conpletely different questions and they both have
rel evance. So let's not fall into that trap
Let's make sure that both get the attention that
they deserve.

And secondly, there's another dinension to

this as well. One can just spike plasma that's
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been collected and do the work that was done back
in '83 or so when HV was first isolated, to find
out what happens during the processing of these
materials? Are they tracked with a particul ar
fraction? Are they inactivated? Are they
partitioned out?

And that kind of work, the CDC did in a
period of two or three nonths. It didn't take a
lot. So I'd like to see us consider that kind of a
recomendation, too. And that's totally in vitro
and woul d answer a |l ot of very val uabl e questions.

CHAI RVAN BRACEY: Thank you. Dr. Roseff.

DR RCSEFF: Thank you. | just want to
reiterate what Jay said. | think it's very
i mportant to have an opportunity now. We're here
before the pandenmic so it would be great to answer
these questions, so when it is upon us, we have
some answers

If it turns out that we can prove in sone
way that this is not a transfusion transnissible
di sease, we've elimnated a whole area that we have

to delve, that we have to respond to. And we can
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give good information, reliable information and
push that aside and then deal with what will
probably be the problem which is not having enough
donors, not having enough staff.

And | think it's inportant that this
committee make as strong a statenment as we can as
possible to not forget this because | think that's
what we've heard, that these things seemto get
pushed asi de and pushed asi de because it's not the
prinmary i ssue on everyone's nind.

The other thing | want to bring up, and |
know that we'll be tal king about this tonorrow, but
I was interested, too, to see if the UK has a pl an
in place about how to deal with bl ood shortages as
a nation, and this--1 think what will occur if
there's a pandemc is that this will be a bl ood
shortage, and that will be what we're dealing with,
and how inportant it may be for us to have a plan
in place that we can at |east dissemnate to have a
response that's consistent throughout the country
in how do we deal with this.

You know, we know there aren't donors, we
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know there aren't coll ection people avail able; what
should we do as a nation to address this? Not just
| et everyone sort of at the grass roots |evel not
know what to do or to do different things but to
take this as our initiative conmng fromone centra
| ocati on.

CHAI RMAN BRACEY: Again, | think we'l
hear some of that tonorrow. There was sone
di scussion of systens that are currently in
exi stence that allow data sharing, and | think
that's something we definitely need to explore so
that we're all not operating in a void.

But again akin to sone of the chall enges
that we faced with 9/11 and perhaps ot her doonsday
situations, you know, there may be a tota
di sruption of supply and novenent and shipnment. So
again | think we have to maintain an open m nd
about working out of the box while trying to
mai ntain as nmuch as safety as possible and
bal anci ng the ri sk.

O her comments? Dr. Bianco, former

menber, with always val uabl e i nput.
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DR BIANCO Thank you. Celso Bianco,
Anerica's Blood Centers. Certainly a lot of these
donor issues that are being raised will be
di scussed tonorrow in nuch nore detail. But |
think that you all are touching on the very
i mportant point of what is local and what is
nati onal and what shoul d be national ?

The research can only be done if there are
funds, and if it is done nationally. It can be
done by CDC or by other governnent organizations,
or it will have to be funded by the usual neans of
NI H, National Science Foundation

Susan Roseff just raised the issue of
policies. That is what do we do as a country?

Each state--1 think Louie Katz said it nuch better
than | can say it--each state is going to have
smal | local policies and in certain states, if you
go to New York, New York City is going to establish
a policy that is different than that fromthe rest
of the New York state.

Those things cannot happen. It will be

chaos on top of chaos. So | think that the
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intellectual |eadership of this committee by
defini ng what our central responsibilities, what
has to be isolated fromthe national politics of
giving the power to the states. That is what we
see wWith Secretary Leavitt's approach, which is
correct in many areas in terns of how they'l
manage their schools or their things, but it's not
the appropriate policy to support this activity.
That's just a feeling | wanted to express.

CHAI RVMAN BRACEY: Thank you. Okay. Then,
if there are no nore comments--Dr. Sayers has one
sage comment or maybe two.

DR SAYERS: No, | have two, neither of
whi ch is sage

[ Laught er.]

DR SAYERS: A couple of points. If, and
arising out of |essons that we've learned fromthe
past, if something does energe as a screening
opportunity for evidence of an asynptomatic carrier
state or pre--obviously preclinical state of
influenza, if it's a surrogate test, then we need

to ensure that if sonething like that is adopted,
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it's done in such a way that it doesn't encourage
test seeking behavi or.

That was the first non-sage remark. The
second non-sage remark has to do with | think the
stage mght well be set to encourage opportunities
for director donation to energe all over again. |
think the chronically transfusi on-dependent
i ndi vi dual s suspecting that they m ght not get a
safe supply fromthe community bl ood program m ght
urge directed donations fromfam |y nmenbers who
they view as being heal t hy.

I think a revisiting of directed donation
progranms in huge vol unes could very well
i ncapacitate bl ood prograns short of staff, short
of donors anywhere. So we'd have to guard agai nst
bot h of those possible events.

CHAI RVAN BRACEY: Thank you. Dr.

Hol nmber g.

DR, HOLMBERG Yeah. | just want to add a
comrent that Dr. Roseff commented about the WK
strategy, and | think that's very inportant, and

think that a lot of these issues that we are
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tal ki ng about really touch what we laid out back in
Septenber with the strategic plan. You know t he
good transfusion practices, what are the
surveill ances that we have in place of the funding
for research, all of these things, and | think that
what we're doing in the next couple of days, today
and tonorrow, is naybe really |aying out sone
ground work for how do we incorporate and build
that strategic plan for the 21st century for safety
and availability?

And so, you know, | think that that's very
important. | don't think the governnent can
dictate and should not dictate what is clinica
practice in transfusion nedicine, but at |east |
thi nk what happened is that it will force the
transfusion community to devel op standards of
practice so that there's a little bit better
know edge of the trigger point, and | just raise
this question or this conment because it did appear
in some of the communi cations back and forth, just
as Dr. Bracey has nentioned, about in tough tines,

you know, there is triaging of the anple supply,
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and that whol e issue of even in a bio-nuclear
event, what happens with platelets?

You know there's a | ot of scenarios that
we can carry this on to, and so | think | just
really applaud the committee on thinking through
some of these things because | think there's going
to be payoff in years to come on us thinking
t hrough sone of the events.

CHAI RVAN BRACEY: Dr. Kuehnert.

DR KUEHNERT: Yeah. | was just going to
ask about what kind of structure of discussion you
were anticipating tonorrow because what we have
done in the past is, you know, cone up with sone
whereas statenments and sort of where we're at and
what we think is the major problenms, and then we
recomend sone things.

So are you |l ooking for that sort of a
format or nore | ooking like you just nentioned to
be in the infrastructure of what happened at the
| ast nmeeting concerning as strategic plan and
here's how this fits into the strategic plan, which

woul d al so have the advantage of this isn't only
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about avian flu. | mean this is about preparing
for disasters and unanticipated events where both
safety and/or availability m ght be conprom sed.

CHAI RVAN BRACEY: Right. M initial
t hought was that we would conme up with specific
recomrendations to this particular issue, but, but
I think what | hear, and it makes trenmendous sense,
is that, hey, wait a nminute, what we're talKking
about here in large part may be sinply how to dea
with a severe bl ood shortage, and/or how we shoul d
manage our national resources or, yeah, what is
bl ood, you know?

And so that fits into the whol e notion of
the strategic plan, so ny thought would be if we
could come up with some recomendations related to
this specific topic and then to tie theminto
previous effort for the strategic plan, but 1'd be
happy to hear what others think.

Dr. Sandl er

DR SANDLER: Maybe one of our government
representatives mght informme because |'mquite

in the dark as to where we fit into the bigger
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picture. | don't knowif there is, by analogy to
H'V, an interagency group that is already |ooking
at flu. W're a blood group. Is there an
i nteragency group that's looking at flu? Does the
Secretary have a big conmittee sonewhere that's
| ooki ng out for the police and for other things and
we should ask to put a blood person up on the
bi gger comittee?

Can someone who's got the bigger picture
of where the governnent is on this sort of fill ne
in and naybe the committee as to whether we're in
virgin territory or we're just another committee
and don't quite know that?

DR HOLMBERG Well, 1'Il take a stab at
that. There is not another committee as far as
speci al governnent enpl oyees and conmittee that
represents the community, the end-user conmunity.
However, the Department of Health and Human
Servi ces has devel oped different working groups on
different issues such as the risk comuni cati on,
such as the national surveillance, the

i nternational surveillance, the--Matt, maybe you
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can help ne out with the different categories--hbut
there's quite a few of these groups that, you know,
the goal--1've met once with one group of the
international surveillance

And we have put together a docunent that
now-well, the first docunent was primarily
bullets, and we will refine this nore on where do
we go fromthe bullets to maybe a full docunent.

But it's basically taking the HHS Strategic Pl an
for Pandem c Influenza and really getting down into
the granularity of it.

And so there are different areas, but once
again it's the interagencies and not pulling in
fromthe conmunity the inportance of this, and
think that's where many tinmes that we get blind-sided
because, you know, we don't have the scope
that the comunity has.

CHAI RVAN BRACEY: Dr. Pierce.

DR PIERCE: Maybe along those lines, |I'm
in the dark as well about the resources. What's
the proportion of resources going into the avian

flu versus pandem c preparedness? Can nuch of it
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be ascribed to general pandem c preparedness or is
there a lot of very specific activity that's being
funded both in dollars as well as in human power
for avian flu specifically?

CHAI RVAN BRACEY: That | don't know. Do
you know that, Dr. Hol nberg?

DR, HOLMBERG  Matt or Jay, can you have
an answer on that? | can just tell you that Health
and Human Services just had the budget signed off
on last week. So | think that it's just nunbers
now, and really as far as line itemfor those
specific areas, | don't think it's been really
i dentified.

CHAI RVAN BRACEY: Dr. Epstein.

DR. EPSTEIN: My understanding is that
there's suppl enental appropriated funding in 2006
to address pandem ¢ influenza. | don't know
whet her that's earmarked or broken down specific to
avi an influenza versus pandemn c preparedness. |
just can't comment on that. But there is noney in
pandemc flu for this year.

CHAI RVAN BRACEY: And one of the thoughts
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I had again is that perhaps if there was sonething
that canme out of this particular neeting fromthe
committee, that we would help try to carve out
those pieces that we consider npbst inportant.
That's why | think it would be inportant to have a
few specific recomrendations and then to tie the
rest on to the, again the general plan as to how
deal with the bl ood shortage.

But if there are funds that are avail abl e
and haven't been carved out yet, that we would go
after those. Dr. Epstein.

DR. EPSTEIN:. 1'd like to come back to
Matt's point about what do we hope to achieve
tomorrow i n recomendations, and | think one of the
important things that | learned is that the goal is
to have three key nessages and three short phrases.

[ Laught er.]

DR. EPSTEIN: And ny sense of what they
are is, nunber one, establish universal recognition
of the blood systemas critical infrastructure;
nunber two, fully fund research to resolve the

critical questions regarding influenza and pandem c
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i nfluenza as a transfusion transm ssible disease or
potential transfusion transm ssible disease; and
three, to develop a national plan to address
potentially massive bl ood short ages.

Now, again, there will be a ot of
supporting subpoints, but | think those are the big
picture things that we heard today.

CHAI RVAN BRACEY: Ms. Birkhofer.

M5. BI RKHOFER:  Thank you, M. Chairnan,
and then, you know, just scanning this docunent
fromthe Honel and Security Council, the Nati onal
Strategy for Pandenmic Influenza, a lot of the
details and the substance of how our
recommendations would fit in to the national plan,

I nmean this is very conprehensive.

I just scanned the first ten pages and
it's very detailed as to coordination at the |ocal
and state level and the role of public health
officials right dowm to veterinarians. So | think
what we have to do is plug our recomrendations into
this broader context.

CHAI RVAN BRACEY: One of the things that
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again that | took the liberty to do after |lunch was
to ask--and I'Il go over the specific charges that
| asked folks to look at. One is under the points
for consideration fromDr. Hol nberg, under nunber
one, again, renenbering that we haven't heard al
that we need to hear, under bullets one and two,
approach to i muni zation of blood center staff and
encour agi ng i muni zation of regul ar repeat donors,
i.e., some of the donor considerations.

I'"ve asked Merlyn to help us with a
wor ki ng draft so that we can just, you know, chip
away at that tonorrow.

DR SAYERS: M. Chairman?

CHAI RVAN BRACEY:  Yes.

DR. SAYERS: | don't want to doom
everybody to di sappoi nt nrent when they heard you
said working draft and they see ny 30 words.

CHAl RVAN BRACEY: Well, yes, a
communi cation tool, 30 words, and then | asked Dr.
Epstein to consider working under nunber two, which
I think he's really boiled down pretty nuch al ready

in ternms of the | ast statenent nade.
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And then the one thing that wasn't
i ncluded, though, it hits the blood shortage
element of it, | guess hits it, is this notion
about how do we manage the comuni cati ons between
all the public health elenents? And | think that
may be a little different because managi ng a
shortage doesn't really necessarily deal with
putting the word out that there is a probl em now,
let's go, you know, let's activate.

And so |'ve asked Dr. Kuehnert to come up
with again a sound bite for that. So does that
sound fair in terns of just a prelimnary plan for
tonmorrow? Ckay.

Furt her discussion? WelIl, |I'msorry that
we held you so long prior to your |lunches, but
maybe you can all have an early dinner. Thank you

DR. HOLMBERG | just want to remnnd
everyone that eight o' clock tonorrow norning for
our ethics training, and the doors will be closed
and opened to the public at nine o'clock.

CHAI RVAN BRACEY: And then one other item

and that is we will hear fromthe Assistant
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Secretary's vantage point tonorrow but delivered by
Dr. Hol nmberg.
[ Wher eupon, at 4:25 p.m, the Advisory
Commi ttee recessed, to reconvene at 9:06 a.m,

Friday, January 6, 2006. ]
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